PCX 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification ^ : 

C07D 221/02, 471/02, 491/02, 498/02, 
211/70, 211/72, 211/82, 211/84, 213/62, 
213/54, 213/44, 237/26, 237/28, 487/00, 
401/00, 403/00, 239/02, 241/36, 471/00, 
241/02, 257/00, 249/12, 231/10, 209/48, 
209/38, C07C 211/00, 215/00, AOIN 
43/36, 43/38, 43/40, 43/42, 43/54, 43/58, 
43/60, 43/64, 43/653 



Al 



(11) International Publication Number: 
(43) International Publication Date: 



WO 99/21837 

6 May 1999 (06.05.99) 



(21) International Application Number: PCT/US98/17197 

(22) International Filing Date: 21 August 1998 (21.08.98) 



(30) Priority Data: 

08/958,313 



27 October 1997 (27.10.97) 



US 



(63) Related by Continuation (CON) or Continuation-in-Part 
(CIP) to £arlier Application 

US 08/958,313 (CIP) 

Filed on 27 October 1997 (27.10.97) 



(71) Applicant (for all designated States except US): ISK AMER- 

ICAS INCORPORATED [US/US]; 7474 Auburn Road, 
P.O.BOX 759, Concord, OH 44077-0759 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): GUPTA, Sandeep 
[IN/US]; 8050 Carriage Hills Drive, Concord, OH 44060 



(US). TSUKAMOTO, Masamitsu [JP/US]; Apartment 
H-13, 1428 Golden Gate Boulevard, Mayfield Heights, OH 
44124 (US). PULMAN, David, A. [GB/US]; Apartment 
E-5. 8120 Deepwood Boulevard, Mentor, OH 44060 (US). 
YING, Bai-Ping [CN/US]; 9778 Maidstone Drive, Mentor, 
OH 44060 (US). WU, Shao-Yong [CN/US]; Apartment 
114-B, 28245 Bishop Park Drive, Willoughby Hills, OH 
44092 (US). 

(74) Agents: GUBINSKY, Louis et al.; Sughrue, Mion, Zinn, 
MacPeak & Seas, Suite 800, 2100 Pennsylvania Avenue, 
N.W., Washington, DC 20037-3202 (US). 



(81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR, 
BY, CA, CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GE, 
GH, GM, HR, HU, ID, IL, IS, JP, KE, KG, KP, KR, KZ, 
LC, LK, LR, LS, LT, LU, LV, MD, MG, MK, MN, MW, 
MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, 
TJ. TM, TR, TT, UA, UG, US, UZ, VN, YU, ZW, ARIPO 
patent (GH, GM, KE, LS, MW, SD, SZ, UG, ZW), Eurasian 
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, 
IE, IT, LU, MC, NL, PT, SE), OAPI patent (BF, BJ, CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 



Published 

With international search report. 

Before the expiration of the time limit for amending the 
claims and to be republished in the event of the receipt of 
amendments. 



(54) Title: SUBSTITUTED BENZENE COMPOUNDS, PROCESS FOR THEIR PREPARATION, AND HERBICIDAL AND DEFO- 
LIANT COMPOSITIONS CONTAINING THEM 



(I] 



(57) Abstract 



Novel herbicidal and defoliant substituted aniline derived compounds represented by general structure (I) are described. W, X, Y, Z, 
and Q are as defined in the disclosure. Also described are the processes for the manufacture of these compounds and agriculturally suitable 
compositions containing these as active ingredients which are useful as herbicides for general or selective pre-emergent or post-emergent 
control of undesired plant species and defoliants at very low concentrations of these biologically active compounds. 



FOR THE PURPOSES OF INFORMATION ONLY 



Codes used to identify States party to the PCT on the front pages of pamphlets publishing international applications under the PCT. 



AL 


Albania 


ES 


Spain 


LS 


Lesotho 


SI 


Slovenia 


AM 


Armenia 


FI 


Finland 


LT 


Lithuania 


SK 


Slovakia 


AT 


Austria 


FR 


France 


LU 


Luxembourg 


SN 


Senegal 


AU 


Australia 


OA 


Gabon 


LV 


Latvia 


SZ 


Swaziland 


AZ 


Azerbaijan 


GB 


United Kingdom 


MC 


Monaco 


TD 


Chad 


BA 


Bosnia and Herzegovina 


GE 


Georgia 


MD 


Republic of Moldova 


TG 


Togo 


BB 


Barbados 


GH 


Ghana 


MG 


Madagascar 


TJ 


Tajikistan 


BE 


Belgium 


GN 


Guinea 


MK 


The former Yugoslav 


TM 


Turkmenistan 


BF 


Burkina Faso 


GR 


Greece 




Republic of Macedonia 


TR 


Turkey 


EG 


Bulgaria 


HU 


Hungary 


ML 


Mali 


TT 


Trinidad and Tobago 


BJ 


Benin 


IE 


Ireland 


MN 


Mongolia 


UA 


Ukraine 


BR 


Brazil 


IL 


Israel 


MR 


Mauritania 


UG 


Uganda 


BY 


Belarus 


IS 


Iceland 


MW 


Malawi 


US 


United States of America 


CA 


Canada 


IT 


Italy 


MX 


Mexico 


uz 


Uzbekistan 


CF 


Central African Republic 


JP 


Japan 


NE 


Niger 


VN 


Viet Nam 


CG 


Congo 


KE 


Kenya 


NL 


Netherlands 


YU 


Yugoslavia 


CH 


Switzerland 


KG 


Kyrgyzstan 


NO 


Norway 


ZW 


Zimbabwe 


CI 


C6te d'Tvoire 


KP 


Democratic People's 


NZ 


New Zealand 






CM 


Cameroon 




Republic of Korea 


PL 


Poland 






ON 


China 


KR 


Republic of Korea 


PT 


Portugal 






cu 


Cuba 


KZ 


Kazakstan 


RO 


Romania 






cz 


Czech Republic 


LC 


Saint Lucia 


RU 


Russian Federation 






DE 


Germany 


LI 


Liechtenstein 


SD 


Sudan 






DK 


Denmark 


LK 


Sri Lanka 


SE 


Sweden 






EE 


Estonia 


LR 


Liberia 


SG 


Singapore 







wo 99/21837 PCT/US98/17197 

1 

SUBSTITUTED BENZENE COMPOUNDS, PROCESS FOR THEIR 
PREPARATION, AND HERBICIDAL AND DEFOLIANT 
COMPOSITIONS CONTAINING THEM 

The present invention relates to substituted benzene compounds, process for their 
preparation, and herbicidal and defoUant compositions containing them. 

BACKGROUND OF THE INVENTION 

Use of uracils as herbicides has previously been reported. For example, US patents 
4859229 and 4746352 describe 3-phenyl uracil derivatives as herbicides. However the phenyl 
ring in the described compounds carry only four substituents. US patent 4927451 describes 
herbicidal compounds carrying five substituents on the phenyl ring with a dihydrouracil ring. EP 
patent 0705829 describes uracil herbicides carrying pentasubstituted phenyl ring with a carbon 
linked substiutent at position 2 of the phenyl ring. US patents 5346881, 5441925, 5 16943 1, 
5476834, 5602077, and WO patents 97/08170, 08171, 12886 and 42188 describe uracil 
herbicides carrying a fused pentasubstituted phenyl ring where the 2 position of the phenyl ring 
is substituted either with a carbon, oxygen or nitrogen. US patents 51 16404 and JP patent 
05025144 describe uracil compounds with a 3-phenyl group which may be pentasubstituted but 
none of these patents appears to make obvious the compounds of the present invention which 
carry a nitrogen linked substituent at position 2 of the phenyl ring alongwith substituents at 
positions 3, 4,and 6 and there appears to be no indication as to the criticality of the substitution 
pattern of the phenyl moiety in order to introduce the high herbicidal activity in combination 
with selectivity towards crops. Similarly use of pyrazole, tetrahydrophthalimide, triazolinone, 
tetrazolinone, and triazolidine derivatives as herbicides has been described before such as US 
patents 5281571, 4881967, 5084085, WO patent 85/01939, and Japanese patent 1-121290 
respectively. Pyridazinones, pyridyls, bicyclic hydantoins, phthalimides, pyrimidinones, 
pyrazinones, and pyridinones have also been described as herbicides such as WO patents 
97/07104, 95/02580, 95/23509, EP patent 0786453, WO patents 97/06150, 97/11060, and 
97/28127. However, despite the broad coverage of these patents, the general structure of the 
present invention has not been described. 

SUMMARY OF THE INVENTION 
This invention delineates a method for the control of undesired vegetation in a plantation 
crop by the application to the locus of the crop an effective amount of a compound described 
herein. The herbicidal and defoliant compounds of the present invention are described by the 
following general formula I or its salts: 
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W Q 
Z 



I 

wherein X is hydrogen, halogen, nitro. amino, NHR. N(R)„ amide, thioamide, cyano. 
alkylcarbonyl, alkoxycarbonyl, alkylsulfonamide. unsubstituted or substituted alkyl. haloalkyl, 
alkoxy, haloalkoxy, alkoxycarbonylalkoxy, benzyloxy, aryloxy. or heteroaryloxy; 
Y is hydrogen, halogen, or nitro; 

W is hydrogen. OR, SR, NHR. N(R)„ CH,R, CH(R)„ or C(R)„ halogen, nitro, or cyano, 
where multiple R groups represent any possible combination of substituents described by R; R is 
hydrogen, alkyl, alkenyl, alkynyl. cycloalkyl. aryl. heteroaryl, alkoxy. cycloalkyloxy. aryloxy, 
heteroaryloxy, alkylsulfonyl, benzyl, alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl. 
arylcarbonyl. heteroarylcarbonyl. alkoxycarbonyl. aryloxycarbonyl. or heteroaryloxycarbonyl, 
where any of these groups may be unsubstituted or substituted with any of the functional groups 
represented by one or more of the following: halogen, cyano. nitro, amino, carboxyl. alkyl. 
haloalkyl, alkylsilyl, alkylcarbonyl. haloalkylcarbonyl, alkoxy. alkoxycarbonyl. haloalkoxy. 
haloalkoxycarbonyl, alkylsulfonyl, haloalkylsulfonyl, aryl, heteroaryl, or cycloalkyl; 
Q is a heterocycle. examples of which are as follows: 




-^9 I '^2 
R3 

Q1 Q2 



5 



Q4 




N' N-'^i 



Q5 Q6 Q7 
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Q9 




Q11 Q12 





Q13 



O 



Q14 015 
wherein R, is hydrogen, alkyl, haloalkyl, alkenyl, alkynyl, amino, alkoxyalkyl. acetyl, 
alkoxycarbonylamino, alkylcarbonylamino, or alkoxycarbonyl; 
Rj is alkyl or haloalkyl; 

R, and R^ could combine to form a five- or six-membered heterocyclic ring; 

Rjis hydrogen, halogen, nitro, amino, alkylamino, haloalkylamino, cyano, or amide; 

Rg and R, are independently oxygen, sulfur, or imino group; 

Q6, Q7, and QIO may optionally be unsaturated containing one or two double bonds in 
the 6-membered ring; 

Z is amino, hydroxyl, thiol, formyl, carboxyl. cyano, alkylcarbonyl, arylcarbonyl, azido, 
or one of the following: 

R* 

— N 

Rs 

wherein R, is alkyl, alkenyl, alkynyl, amino, cycloalkyl, heterocycloalkyl, alkylsulfonyl, 
arylsulfonyl, benzyl, aryl, heteroaryl, alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl, 
cycloalkylcarbonyl, arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, alkylthiocarbonyl. 
cycloalkyloxycarbonyl, aryloxycarbonyl, arylthio-carbonyl, aryl-thiocarbonyl, 
heteroaryloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl, 
heteroarylaminocarbonyl, alkoxycarbonylcarbonyl or arylcarbonylcarbonyl, where any of these 
groups may be unsubstituted or substituted with any of the functional groups represented by one 
or more of the following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycaxbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio. 
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heteroaryl, heteroaryloxycarbonyl or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl; and is hydrogen or any one of the 
groups represented by R4;or and could combine to form a 4-8 membered heterocyclic ring; 

-N=< 
Rr 

wherein K represents alkyl, haloalkyl, dialkylamino, unsubstituted or substituted aryl and 
heteroaryl; and R, represents hydrogen, halogen or any of the groups represented by R«; 

-OR4, 
-SR4, 
-CH2Rio» 
-CH(Rio)2» 
-C(R,o)3, or 
-CH=CHRi 0 

wherein R.ois carboxyl, alkyl, alkenyl, alkynyl, amino, cycloalkyl, heterocycloalkyl, 
alkylsulfonyl, arylsulfonyl, benzyl, aryl, heteroaryl, alkylcarbonyl, alkenylcarbonyl, 
alkynylcarbonyl, cycloalkylcarbonyl, arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, 
alkylthiocarbonyl, cycloalkyloxycarbonyl, aryloxycarbonyl, arylthio-carbonyl, aryl- 
thiocarbonyl. heteroaryloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl. 
heteroarylaminocarbonyl, alkoxycarbonylcarbonyl or arylcarbonylcarbonyl, where any of these 
groups may be unsubstituted or substituted with any of the functional groups represented by one 
or more of the following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, 
heteroaryl, heteroaryloxycarbonyl or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl; 

provided that (1) Z is not alkyl, alkoxy, haloalkyl, haloalkoxy, alkylthio, haloalkylthio, alkenyl, 
haloalkenyl, amino, monoalkylamino, dialkylamino, alkoxyalkoxy or cyano, when Q is Ql and 

R2 is haloalkyl, 

(2) Z is not amino when Q is Q3, and 
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(3) Z is not hydroxyl, alkoxy, alkenyloxy, alkynyloxy, haloalkoxy, 
iLaloalkenyloxy. or -NR4R5, wherein is alkyl, alkenyl, alkynyl, cycloalkyl, haloalkyl, 
haloalkenyl, alkylsulfonyl, alkylcarbonyl, alkoxycarbonyl, or cycloalkylalkyl, and is alkyl, 
alkenyl, alkynyl, cycloalkyl, haloalkyl, haloalkenyl, alkylcarbonyl, alkoxycarbonyl, or 
cycloalkylalkyl, when Q is Q14 or Q15. 

DETAILED DESCRIPTION OF THE INVENTION 
In the above definitions, the term alkyl used either alone or in compound words such as 
haloalkyl indicates either straight chain or branched alkyls containing 1-8 carbon atoms. Alkenyl 
and alkynyl include straight chain or branched alkenes and alkynes respectively containing 2-8 
carbon atoms. The term halogen either alone or in the compound words such as haloalkyl 
indicates fluorine, chlorine, bromine, or iodine. Further a haloalkyl is represented by an alkyl 
partially or fully substituted with halogen atoms which may be same or different. A cycloalkyl 
group implies a saturated or unsaturated carbocycle containing 3-8 carbon atoms. A 
heterocycloalkyl group is a cycloalkyl group carrying 1-4 heteroatoms which are representd by 
oxygen, nitrogen, or sulfur atoms. An aryl group signifies an aromatic carbocycle containing 4- 
10 carbon atoms, and may be phenyl or naphthyl. A heteroaryl group is an aromatic ring 
containing 1-4 heteroatoms which are represented by oxygen, nitrogen, or sulfur atoms, and may 
for example be fiaranyl, pyridyl, thienyl, pyrimidinyl, benzofuranyl, quinolyl, benzothienyl or 
quinoxalyl. 

20 The compound of the formula I may form a salt with an acidic substance or a basic 

substance. The salt with an acidic substance may be an inorganic acid salt such as a 
hydrochloride, a hydrobromide, a phosphate, a sulfate or a nitrate. The salt with a basic 
substance may be a salt of an inorganic or organic base such as a sodium salt, a potassium salt, a 
calcium salt, a quartemary ammonium salt such as ammonium salt or a dimethylamine salt. 

25 The compound of the formula I may exist as geometrical or optical isomers and the 

present invention includes all of these isomeric forms. 

Preferred compounds for the reasons of ease of synthesis or greater herbicidal efficacy 

are represented by the formula I wherein 
(1) Z is -NR4R5 or -CH2R,o, 
30 (2) X is halogen or cyano; Y is halogen; W is -OR; and R is alkyl, alkenyl, or alkynyl, where 
any of these groups may be unsubstituted or substituted with any of the functional groups 
represented by one or more of the following: halogen, cyano, nitro, amino, or carboxyl, or 



wo 99^1837 



6 



PCT/US98/17197 



(3) Q is Ql or Q6; R, is alkyl, amino or haloalkyl; is haloalkyl; is hydrogen; and Rg and 
R, are independently oxygen, sulfur, or imino group. 

Still more preferred compounds for the reasons of greater herbicidal efficacy are 
represented by formula I wherein 

X is halogen; Y is fluorine; W is OR; R is alkyl, alkenyl. or alkynyl, where any of these groups 
may be unsubstituted or substituted with halogen or cyano; Q is Ql or Q6; R, is alkyl, amino, or 
haloalkyl; R^ is haloalkyl; is hydrogen; and R, and R, are independently oxygen, sulfiir, or 
imino group; Z is -NR4R5; R4is alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl, 
cycloalkylcarbonyl, arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, alkylthiocarbonyl, 
cycloalkyloxycaibonyl, aryloxycarbonyl, arylthio-carbonyl, aryl-thiocarbonyl, 
heteroaryloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl, 
heteroarylaminocarbonyl, alkoxycarbonylcarbonyl, aiylcarbonylcarbonyl, where any of these 
groups may be unsubstituted or substituted with any of the functional groups represented by one 
or more of the following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, caiboxyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, 
heteroaryl, heteroaryloxycarbonyl, or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl; and R is hydrogen; or Zis -CH,R,o; R.o is 
carboxyl, alkyl, alkenyl, or alkynyl, where any of these groups may be unsubstituted or 
substituted with any of the functional groups represented by one or more of the following: 
halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl, alkenyl, alkynyl, 
cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, 
heteroaryl, heteroaryloxycarbonyl, or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl. 

Certain intermediates of the present invention are novel. These are 3-(2-amino-4- 
chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6-trifluoromethyl-2,4(lH,3H)-py^^^ 
(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-amino-6-trifluoromethyl-2,4(lH,3H)- 

pyrimidinedione and represented by the following formulae (IH-V): 
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15 




W Q 
M 

III 

wherein X, Y, W and Q are the same as defined above; and M is nitro. 

R, 





IV V 
wherein X' and Y' are halogens; and R is the same as defined above. 
5 The compounds described by the formula I can be prepared by the procedures as 

described herein. In general, the compounds described in this invention can be prepared by one 
of the two routes depending on whether the heterocyclic ring (e.g. uracil ring) is formed prior to 
or after the nitration at the 2 position of the phenyl ring in the final product. 

As depicted in Scheme 1, the starting materials for these preparations are the compounds 
10 represented by the fonnula Vic. These compounds can be prepared starting from the nitro 
compound Via via the amine VIb by the procedures described in literattire, for example US 
patent 4859229 (1989). Nitration of VIc is typically carried out by its slow addition to a mixmre 
of sulfiiric acid and nitric acid in a ratio of 9:1. Typically 3-4 ml of the nitration mixture is used 
for 2-3 mmol of VI and the addition is carried out between 0 to -30''C followed by stirring at 
ambient temperature for 0.5-2 hr. Product (VII) is separated by addition of the solution to ice 
water and filtration of the precipitate. The product can also be extracted fi-om aqueous layer into 
organic solvents such as ether or ethyl acetate and purified by crystallization or column 
chromatography. Alkylation of VII to VIII can be accompUshed by treatment of VII with alkyl 
halide. haloalkyl halide, especially the respective chloride, bromide, or sulfate in the presence of 
20 a base such as potassium carbonate or sodium hydride in an inert solvent such as acetone, 

dimethylformamide, dimethylsulfoxide, tetrahydrofiiran, methyl ethyl ketone, or acetonitrile at a 
temperature range of 0 to 130°C. VIII can be reduced to the amine (JX) under typical reduction 
conditions such as treatment with iron in acetic acid or ethanoUc hydrochloric acid; or by 
hydrogenation using palladium on carbon or platinum oxide as catalyst. The product IX is 
purified by typical purification procedures of recrystallization or column chromatography. 

The amine (IX) can be derivatized to yield a variety of products generally represented by 
the formula X. For example amides can be prepared by treatment of IX with alkyl or aryl acid 



25 
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halides, typically chlorides, or anhydrides in the presence of base in an inert solvent. Typically 
organic bases such as triethylamine, diisopropylethylamine, or pyridine can be used in inert 
solvents such as tetrahydrofuran, acetonitrile, or dioxane at a temperature range of ambient to 
reflux temperature for 2-24 hr. Pyridine can be used alone as solvent and base. Acylation 
5 catalysts such as dimethylaminopyridine (DMA?) can be added to facilitate the reaction. Typical 
work-up procedure includes removal of solvent followed by partitioning of the product between 
aqueous and organic solvents such as ether, ethyl acetate or methylene chloride. Depending 
upon the reactivity of the acid halide, the product typically consists of a monoamide, diamide, or 
a mixture of the two. These can be purified/resolved typically by column chromatography. 

10 Mono or dialkyl (amino) derivatives of IX can be prepared by its treatment with alkyl or 
haloalkyl halides in the presence of base such as potassium or sodium carbonate, or sodium 
hydride in an inert solvent such as tertahydrofuran or dimethylformamide at a temperature of 
ambient to 120°C for 2-24 hr. Mono or dicarbamoyl derivatives of IX can be prepared by its 
treatment with alkylhaloformates such as methyl or ethylchloroformate in the presence of base 

15 such as potassium or sodium carbonate in an inert solvent such as tertahydrofuran or 
dimethylformamide at a temperature of ambient to 120^C for 2-24 hr. Mono or di urea 
derivatives of IX can be prepared by its treatment with an alkyl or aryl isocyanate, for example 
methyl or ethyl isocayante, in the presence of a base such as triethylamine in an inert solvent 
such as toluene or tetrahydrofuran. Alternatively, IX is first converted into its isocyanate 

20 derivative by treatment with phosgene or triphosgene in toluene or tetrahydrofuran at reflux 

temperature for 2-6 hr. This isocyanate can, in tum, be treated with an alkyl or aryl amine such 
as methyl or ethyl amine in the presence of a base such as triethylamine in an inert solvent such 
as toluene or tetrahydrofuran at a temperature range of ambient to 130**C for 2-12 hr to fumish 
the corresponding urea. IX can be treated with an alkyl dihalide such as 1 ,4-diiodobutane in an 

25 inert solvent such as toluene or acetonitrile at reflux temperature in the presence of a base such as 
potassium or sodium carbonate to fumish the corresponding cyclized product such as a 
pyrrolidine derivative. IX can be treated with an aromatic or aliphatic aldehyde or ketone or its 
diethyl or dimethyl acetal derivative in an inert solvent such as toluene or methylene chloride to 
fumish the corresponding imino derivative. Alternatively, a monoacetyl derivative of IX can be 

30 treated with a dehydrochlorinating agent such as phosphoms pentachloride to fumish the 
corresponding iminochloride. 
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SCHEME 1 



^ M=N02 Via 



aC^M=NH2 Vlb 



1 



c 





VII 

VIII 
al 





IX X 

(a) catalytic reduction; (b) 1) triphosgene, 2) NaH, ethyl 3-amino- W-triflu^^^ 
(c) H,S04-HN0,; (d) dimethyl sulfate, base (R,=CH3); (e) Fe-AcOH; (£) (CFjCO)^, (e.g. 
Z=NHCOCF3) 

The starting uracil derivative represented by formula XI in Scheme 2 can be prepared 
according to the procedure as described before. The compound XI is nitrated with concentrated 
nitric acid at 0°C to ambient temperature for 15 ~ 30 minutes. Product (XII) is obtained by 
addition of the product mixture to ice-water followed by filtration. 

SCHEME 2 



""-^^^ O HNO3 





O 



XI 



XII 
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The starting uracil derivative represented by formula XIII in Scheme 3 can be prepared 
according to the procedure as previously described. Compound XIII can be nitrated with nitric 
acid at 0°C for 15-30 minutes. Product (XIV) is obtained by addition of ice followed by 
filtration. 

SCHEME 3 



HNO. 




N 



2 

XIV 



XIII 

The desired starting tetrazole derivatives represented by formula XV in Scheme 4 can be 
prepared according to the literature procedure of WO 85/01939. These compounds can be 
nitrated with nitric acid at ambient temperature or at 0°C for 15 ~ 30 minutes. Product (XVI) is 
isolated by addition of ice followed by extraction into an organic solvent such as ether or ethyl 

10 acetate and purified. XVH can be prepared by the reduction of XVI typically by catalytic 

hydrogenation in presence of catalysts such as palladium on carbon or by treatment with iron in 
acetic acid or in ethanoUc hydrochloric acid. XVIH can be prepared by reacting XVII with a 
halide in presence of a base at 50 to 120°C for 1 ~ 5 hours. Further modification of XVIII to 
XIX is carried out according to the general procedures described for the preparation of X fi-om IX 

15 (Scheme I). 

SCHEME 4 
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(a) HNO3; (b) Fe-AcOH; (c) R-X, K,C03; (d) (CF3CO)20, (e.g. Z=NHCOCF3) 
The starting triazolinone derivative represented by formula XX in Scheme 5 can be 
prepared according to the literature procedure of US patent 4980480 (1990). The compound XX 
is nitrated with concentrated nitric acid at -15 to O^C for 0.5-2 hr. Product (XXI) is obtained by 
addition of the product mixture to ice-water followed by filtration. 

SCHEME 5 



O 



H A ^ M HNO3 H.^.-^J^^s^.,X 
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R2 



XX 



XXI 



The desired starting pyrazole derivatives represented by formula XXII in Scheme 6 can 
be prepared according to the literature procedure of US patent 5281571 (1994). These 
compounds can be nitrated in sulfuric acid-nitric acid mixture (9: 1) with a ratio of 3-4 ml of the 
nitrating solution to 3-4 mmol of XXII. The addition is carried out between -15 to -30°C 
followed by stirring at ambient temperature for 1-2 hr. Product (XXIII) is isolated by addition of 
water followed by extraction into an organic solvent such as ether or ethyl acetate and purified. 
XXIV can be prepared by the reduction of XXHI typically by catalytic hydrogenation in presence 
of catalysts such as palladium on carbon or by treatment with iron in acetic acid or in ethanolic 
hydrochloric acid. Further modification of XXIV to XXV is carried out according to the general 
procedures described for the preparation of X fi-om IX (Scheme I). 

SCHEME 6 
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(a) HjSOrHNO,; (b) catalytic reduction; (c) (CF3CO)20, (e.g. Z=NHCOCF3) 
The desired starting tetrahydrophthalimide derivative represented by formula XXVI in 
Scheme 7 can be prepared according to the literature procedure of US patent 4484941 (1984). 
The compound can be nitrated with nitric acid at 0°C to ambient temperature for half hour. The 
5 product (XXVII) is isolated by addition of ice followed by extraction into an organic solvent 
such as ether, ethyl acetate, or methylene chloride and purified. XXVHI can be prepared by the 
reduction of XXVII typically by catalytic hydrogenation in presence of catalysts such as 
palladium on carbon or by treatment with iron in acetic acid or in ethanolic hydrochloric acid. 
XXIX can be prepared by reacting XXVIII with (substituted)alkyl halide in the presence of a 
10 base such as potassium carbonate. Further modification of XXIX to XXX is carried out 

wording to the general procedures described for the preparation of X firom IX (Scheme I). 



accc 

SCHEME 7 
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(a) HNO3; (b) Fe-AcOH; (c) R-X, K,C03; (d) (CF3C0),0, (e.g. Z=NHCOCF3) 

Scheme 8 describes the preparation of intermediates represented by the formulae XXXIII 
and IV. The starting materials (amino phenols and alkyl derivatives represented by the formula 
VIb) are prepared according to the procedure as described in literature such as US patent 
4670046 (1987) which upon treatment with phthalic anhydride in acetic acid can afford 
phthalimide derivative (XXXI). Nitration of XXXI can be carried out by its addition to a 
mixture of sulfuric acid and nitric acid (9:1) at -15 to -30'>C followed by addition of water and 
extraction of the product (XXXII) in organic solvents such as ethyl acetate or ether. XXXII can 
be reduced to the corresponding amine (XXXIII) by conventional methods such as treatment 
with iron in acetic acid or ethanolic hydrochloric acid or by catalytic hydrogenation in the 
presence of palladium on carbon. Amino group of XXXIII can be derivatized as described 
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before in Scheme 1 to furnish XXXIV which in turn can be deprotected to furnish XXXV. 
Removal of the protecting phthalimido group can be accompUshed by several methods such as 
treatment with hydrazine in a polar solvent such as dimethylsulfoxide or by treatment with on 
organic amine such as methyl amine in ethanol. XXV can then be derivatized to the desired 
compound (X) according to the known procedures as described before in Schemel. 
Alternatively, XXXII can first be subjected to deprotection to afford the amine IV which can be 
xnodified to introduce the heterocyclic ring such as the uracil ring (U in XXXVI) according to the 
known procedures. Nitro group in XXXVI can then be reduced to afford the amine which can 
then be derivatized as described previously to afford X. 

SCHEME 8 
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(a) AcOH, phthalic anhydride; (b) H.SO.-HNO,; (c) Fe-AcOH; (d) dimethyl sulfate, base, [e.g. 
Z=NfCH,),l- (e) DMSO-hydrazine; (f) 1) triphosgene, 2) NaH, ethyl 3-ammo-4 4 4- 
frifiuorSrSoni, 3) CH3I (R.=CH3. R.=CF3); (g) D triphosgene, 2) NaH, ethyl 3-ammo-4,4,4- 
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trifluorocrotonate, 3) CH3I (R,=CH3, R.^CF^; U=uracil ring as in XIV); (h) 1) Fe-AcOH, 2) 

dSSSST^Less for the preparation of the intermediates represented by the 
formula V. Starting materials represented by the formula XXXIX are prepared by the nitration 
of XXXVII which gives XXXVIII which can be reduced to XXXIX according to the literature 
procedure of Japanese patent 01186849 (1989). The amino group in XXXIX is protected by 
forming amide or carbamate XL and the latter is nitrated to give XLI. Deprotection of XLI leads 
to the ortho-nitro aniline V. V can be converted into the desired compounds represented by XLV 



according to the procedures as shown in the scheme. 

SCHEME 9 
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(a) H.SO.-HNO3; (b) Fe-AcOH; (c) pyridine-ClCOOEt (e g. J=NHCOOEt); (d) H.S0,-HN03. (O 

hL-AcOH; (f) 1) triphosgene, 2) NaH, ethyl 3--ino-4,4 4-tnflu^^^^^^ 

(Q=uracil ring as in X, R,=CH3, R,=CF3); (g) ROH, base (e.g T=0, R-CH3), (h) Fe AcOH, (i) 

(CFjCO),©, (e.g. Z=NHCOCF3) 

Scheme 10 describes the preparation of intermediate represented by the formulae XLVHI. 
The starting material (XLVI) can be prepared according to the method described in patents, such 
as US patent 5154755 (1992). XLVI reacts with ethyl chloroformate at basic condition to give 
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the carbamate XLVII. The latter is nitrated with a mixture of nitric acid and sulfuric acid to give 
the intermediate XLVIH which can be N-alkylated with an alkylhalide in the presence of base to 
furnish XLIX. 

SCHEME 10 
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(a) ClCOOEt-K.CO,; (b) H.SO^-HNOj; (c) CH3l-K,C03 

Scheme 1 1 describes an alternative procedure for the preparation of compounds 
represented by the formula LVII with varying R groups. Reduction of L to LI is carried out 
using conventional procedures such as catalytic reduction or iron-acetic acid mixture. The 
aniline LI is reacted with phenyl chloroformate to afford a carbamte represnted by the formula 
LII which is nitrated with an inorganic salt such as ammonium or potassium nitrate in an acid 
anhydride such as acetic anhydride according to published perocedure such as described in WO 
97/42188. Resultant nitro derivative LIII is cyclized to furnish the uracil derivative LIV upon 
reaction with an appropriately substituted amino crotonate in the presence of an inorganic or 
organic base exemplified by l,8-diazabicylo[5.4.0]undec-7-ene (DBU). LIV is N-derivatized to 
afford LV followed by reduction to aniline LVI according to conventional procedures as 
described before. LVII is then derivatized to afford the final compounds represented by the 
formula LVII according to the procedures as described before. 
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SCHEME 11 
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(a) catalytic reduction; (b) CICO.CH^; (c) AcP-MI.NO^; (d) ethyl 3-7i%^4^_„_ . 
trifluorocrotonate, DBU, DMF; (e) CH3I; (f) Fe-AcOH (g) (CF3C0),0, (e.g. Z-NHCOCF3) 

Scheme 12 desribes a process for the preparation of compounds represented by the formula 
LXII which are trisubstituted phenyl derivatives. Ortho-nitroaniline derivatives represented by 
the formula LVIII are the starting materials which are converted to a ortho-nitro uracil 
derivatives (LX) according to previously described procedures, e.g. via the NH uracil derivative 
(LIX). Nitro groups is then converted to an amino group (LXI) via conventional reduction 
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procedures such as cataytic or iron-acetic acid reduction followed by derivatization to furnish 

Lxn. 



SCHEME 12 
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(a) NaH, ethyl 3-amino-4,4,4-trifluorocrotonate; (b) CH3I; (c) Fe-AcOH; (d) (CF3CO)P, (e.g. 
5 Z=NHCOCF3) 

Scheme 13 describes a procedure for the preparation of trisubstituted phenyl derivatives 
represented by the formula LXVI. Direct nitration of LXIII, where X and Q (a heterocylce) are 
as previously defined, using nitration reagents such as nitric acid or a mixture of sulfuric acid- 
10 nitric acid leads to ortho-nitro compounds represented by the formula LXIV which are reduced to 
the corresponding aniline derivatives (LXV) by reduction procedures such as catatlytic reduction 
or iron-acetic acid. Aniline (LXV) is then derivatized to furnish LXVI. 
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SCHEME 13 
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(a) AcOH-NH,N03; (b) Fe-AcOH; (c) (CF3C0),0, (e.g. Z=NHCOCF3) 

Scheme 14 delineates a procedure for the preparation of tetrasubstituted phenyl 
derivatives represented by the formula LXXIV. The process is akin to one described in scheme 
11 forthepreprationofpentasubstituted phenyl derivatives (LVII). The nitro intermediates 
(LXVn) are reduced to the anilines (LXVin) via conventional procedures followed by 
derivatization to the phenyl carbamate (LXIX) by reaction with a phenylhalofonnate. N.tratxon 
to LXX (inorganic nitrate-acid anhydirde) is followed by the uracil ring formation (appropnately 
substituted crotonate-DBU) (LXXI) and N-derivatization to furnish LXXII. Reduciton to the 
aniline (LXXIII) is carried out by procedures such as catalytic reduction or iron-acetxc acxd 
followed by derivatization to furnish LXXTV. 
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SCHEME 14 
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(a) catalytic reduction; (b) CICO.C.H^; (c) Ac30-NH,N03; f;i^'^t.<'^T^t-^^^ ^ 
trifluorocrotonate, DBU. DMF; (e) CH3I; (f) Fe-AcOH (g) (CF3C0),0, (e.g. Z-NHCOCF3) 

Scheme 1 5 describes vaious procedures for the derivatization of the amino group in 
LXXV via diazonium salts represented by LXXVI. The diazonium salts are prepared by 
treatment of the aniline with an inorganic nitrite solution such as sodium or potassium nitrite in 
an acid such as sulfuric or hydrochloric acid or by treatment of the aniline with an organic nitrite 
such as f-butyl nitrite in an organic solvent such as acetonitrile. Reaction is carried out between 
10- -15°C which results in a stable solution of the diazonium salt which is reduced to the 
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corresponding hydrazine derivative represented by the formula LXXVII by reducing agents 
exemplified by stannic chloride. Hydrazine derivatives are then derivatized to a variety of 
compounds represented by the formula (LXXXVI) via conventional reacions such as acylation, 
alkylation, Schiffbase formation, etc. The diazonium group in LXXVI is replaced by a hydroxyl 
to fiimish the corresponding phenol (LXXVffl) by its treatment with an aqueous solution of 
cuprous oxide in presence of cupric nitrate or cupric sulfate at ambient temperature. LXXVHI is 
then derivatized to fiimish LXXXVI via conventional reactions such as acylation, alkylation, etc. 
Treatment ot the diazonium salts (LXXVI) with disulfides (RSSR) leads to the formation of 
corresponding thioethers represented by the formula LXXIX which can be further modified 
according to conventional procedures leading to sulfur analogs represented by the formula 
LXXXVI. LXXVI can be treated with inorganic cyanides leading to the formation of cyano 
derivatives (LXXXI) which can be oxidized via conventional routes to fiimish carboxylic acids 
(LXXXV) which can then be derivatized leading to LXXXVI. The diazonium group can also be 
replaced with an azido group fiimishing LXXX. LXXVI can be treated with inorganic iodides to 
afford the iodo compounds (LXXXII) which can be converted to the corresponding aldehydes 
(LXXXIII) (which are also directly obtainable from LXXVI via conventional procedures). 
LXXXIII can be reduced to fiimish corresponding benzyl alcohols (LXXXIV) which can be 
derivatized to LXXXVI. 
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SCHEME 15 
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(a) H.SO.-NaNO. A^anion; (b) SnCl, (c) (CF3CO) A (e g. Z:^COCF^^g)^C^^^^^ (e) 
r H CH CI (e e Z=OCHjC,H5); (f) ethyl acrylate-CuCl^ (e.g. Z=CH2CHClCOOC2H5), ^g; 
RfsR-^L?M^^^^^^^^ Z=SO^) (i) NaCN; G) (k) RNH, (e.g. \=CONHR)' « 

CuSa-NLs03; (m) ™na; (n) KI; (o) CO, Pd(II)acetate.triphenylphosphme; (p) NaBH.; (q) 
e.g. RNCO (Z=CH20C0NHR); (r) NaNj 

Scheme 1 6 describes an altematived procedure for the formation of amides (XC). 
Reaction of the ortho-amino phenol LXXXVII with an aliphatic or aromatic acyl halide in an 
organic solvent such as 1 ,4-dioxane or tetrahydrofuran in the absence or presence of an inorganic 
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or organic base such as potassium carbonate, sodium carbonate, or triethylamine, regioselectively 
leads to the formation of corresponding amide represented by the formula LXXXIX. LXXXIX 
can also be produced by the hydrolysis of a corresponding alkyl ether such as methyl ether 
(LXXXVm) by treatment with strong Lewis acids such as boron tribromide or boron tribromide- 
dimethyl sulfide complex. Phenol group in LXXXIX is then derivatized by treatment with a 
halide in the presence of base such as sodium carbonate or potassium carbonate in an organic 
solvent such as as acetone, methyt-ethyl ketone, dimethylsulfoxide. or tetrahydrofuran at ambient 
to reflux temperatures. 

SCHEME 16 
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10 (a) Acyl haUde; (b) BBr3.Me2S; (c) R,X, base, (e.g. R=2-naphthyl, R.^CHFa) 

Scheme 1 7 describes a procedure for the preparation of pyridazinone derivatives 
represented by the formula XCVII and XCVIII. Desired starting pyridazinone derivatives 
represented by formula XCI and XCIV can be prepared according to the literature procedure of 

15 WO 97/07104. These compounds can be nitrated with nitric acid or a mixture of nitric acid and 
sulfuric acid at ambient temperature or at 0°C for 15 ~ 30 minutes. The products XCII and XCV 
are isolated by addition of ice followed by filtration. XCIII and XCVI can be prepared by the 
reduction with iron in acetic acid or in ethanolic hydrochloric acid. Methylation of XCIII can be 
carried out by reacting XCIII with methyl iodide in presence of a base at 50 to 120°C for 1 ~ 5 

20 hours. Further modification of XCVI to XC Vin is carried out by treatment of the aniline with an 
organic nitrite (such as f-butyl nitrite) in an organic solvent (such as acetonitrile) and alkyl 
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acrylate in the presence of copper(II) chloride. Modification of XCVI to XCVII is carried out by 
treatment of the aniline with an alkyl or aryl acid halide at 50 to 120''C for 1 ~ 5 hours. 

SCHEME 17 
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(a) HNO3; (b) Fe-AcOH; (c) CH3I, base; (d) H,S0,-HN03; (e) R,X, base; (f) /-BuONO-ethyl 
5 acrylate-CuClz 

EXAMPLE 1 

Preparation of 3-(4-chloro-6-fluoro-3-methoxy-2-nitrophenyl)-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (Compound no. 1-1) 
10 3.(4.chloro-6-fluoro-3-methoxyphenyl)-6-trifluoromethyl-2.4(lH,3H)-pyrimidinedione 

(10.0 g, 29.5 mmol) was slowly added to a stirred mixture of con. sulfuric acid (36 ml) and con. 
nitric acid (4 ml) with stirring at -1 5°C. The solution was then slowly warmed to room 
temperature and allowed to stir for 2 hr. Addition of the solution to ice-water resulted in a light 
yellow precipitate which was separated by filtration to afford the title compound (9.1 g). NMR 
15 data for the compound are listed in Table XVIII. 
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EXAMPLE 2 

P^3^ioncf3-(4.h.oro-6-fluoro-3-m=,hoxy-2-mtrophenylH.me*y..6- 

rtfluoromethyl-2,4(lH. 3H).pyti,nidi„=<iione (Compound no^ 1-5) 

3 ,4^,oro-6-fluoro-3-m.thoxy-2-mttophenyl)-6-tnfluorome,hyW,4(lH. 3H) 

I \ <9 . 23 5 nunol) was dissolved in dtaethylfomamide (90 ml) and .o tas were 
pyrin„d,„ed.one (9 g 23.5 ,™no,) 0 0.2 g, 47 mmo.) wi* 

:::r::r rs^ra^^ennLpe^^ 

T!L.edinemylaceU.eand«,eorganie.ayerw^washedwi.hwa.eranddnedover 
«as extracted .n e^y ^^^^^ ^ ^^^^ ^^.^^ p^g^ 

. — ::ir:::-gel. ..ono...eeo..™tw..ne..ylenee.londe 
afforded the title compound (7.8 g). 

EXAMPLE 3 

Preparat,onof3-(2-an>ino.4-chloro-6-nuoro-3-methoxyphenyl)-l-me.hyl-6- 

,rifluo«>methyl-2,4(lH. 3H).pyrinudmedione (Compoundno. 1-4) 

3-(4-Ch,oro-6-f.uoro-3.n.ethoxy-2-nitrophenyl)-l-me.hyl-6.trtfluoromethyU^^^^^ 3H) 

pyr— ne(^5g,lS.,n™ol)wasd.solvedlnacetleae.(,Sn.,)and4.g.^^^^^ 

If i«,npowderwas added. The solution was stirred a. ambient temperature under mt„>gen 
IZL for6,.and water was added. Ex.raetio„wasoarriedo.twithethylaee.a.^Orgamo 

washed withwater, .Hue. and dried wiU^anhydroussodiumsulfatefollowedby 

20 evaporation to afford the title compound (6.8 g). 

EXAMPLE 4 

Preparationof3-[4-chloro-2-(2.4-difluorobenzoyl)amino-6-fluoro-3-methoxyphenyl]-l- 

methyl-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-42) 

3(2-Amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6-trifluorome^ 

25 3H)-pyrimidinedione (2.0 g, 5.4 mmol) and triethylamine (0.66 g, 6.5 mmol) were dissolved m 
anhydrous tetrahydrofuran (30 ml) and stirred under ice cooling. To this solution was slowly 
added 2,4-difluorobenzoyl chloride (0.96 g, 5.4 mmol) and solution refluxed for 2 hr. Another 
batch of 2,4-difluorobenzoyl chloride (0.19 g, 1.1 mmol) was added and solution refluxed for 2 
hr Solvent was removed in vacuo and the product purified by column chromatography on sxhca 
30 gel using hexane-ethyl acetate (3:1) as the eluent to afford the title compound (2.2 g). 

EXAMPLE 5 

Preparation of3-(4-chloro-2-diacetylamino-6-fluoro-3-methoxyphenyl)-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-2) 
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A mixture of 3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (0.5 g, 1.4 mmol), triethylamine (0.53 g, 5.6 
mmol). acetic ar^ydride (0.57 g. 5.6 mmol), and anhydrous toluene (10 ml) was refluxed for 12 
hr Solvent was removed in vacuo and the product purified by chromatography on sihca gel. 
5 Column was eluted with hexane-ethyl acetate (7:3) to furnish the title compound (0.34 g). 

EXAMPLE 6 

Preparation of 3-(4-chloro-2-dimehtylamino-6-fluoro-3-methoxyphenyl)-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 1-11) 

To a solution of 3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6- 
10 trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (0.6 g, 1.6 mmol) in toluene (10 ml) was added 
potassium carbonate (0.27 g, 1.92 mmol) followed by dimethylsulfate (0.69 g, 3.2 mmol). The 
solution was refluxed for 2 hr and solvent was removed in vacuo. Residue was chromatographed 
on silica gel and product eluted with methylene chloride to afford the title compound (0.12 g). 

EXAMPLE? 

15 Preparation of 3-(4-chloro-6-fluoro-3-methoxy-2-methoxycarbonylaminophenyl)-l- 

methyl-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 4-1) 

A solution of 3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (1.25 g) and triethylamine (1 ml) in ethyl acetate 
(20 ml) was added to a solution of triphosgene (1 .0 g) in ethyl acetate (15 ml) stirred under 
20 nitrogen. The mixture was heated at reflux for 2 hr, cooled, filtered and the filtrate evaporated 
under reduced pressure to give a buff colored solid (1.4 g). 'H NMR (CDCI3, 300 MHz) 3.58 
(3H s), 4.00 (3H, s), 6.38 (IH, s), 7.12 (IH, d, J=8.8 Hz) ppm. 

The above isocyanate (0.5 g) dissolved in N,N-dimethylfonnamide (10 ml) was treated 
with dry methanol (2 ml) and stirred at room temperature for two days. Water and ethyl acetate 
25 were added and the solution separated. The organic phase was dried over sodium sulfate, 

evaporated, and chromatographed on silica gel eluting with ethyl acetate-hexane (1 :3) to give the 
title compound as a white soUd (0. 17 g). 

EXAMPLE 8 

Preparation of 3-[2-bis(methylaminocarbonyl)amino-4-chloro-6-fluoro-3- 
30 methoxyphenyl]-l-methyl-6-trifluoromethyl-2.4(lH, 3H)-pyrimidinedione (Compound no. 3-1) 
To a solution of 3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (0.5 g, 1.4 mmol) and triethylamine (0.17 g, 1.7 
mmol) in anhydrous toluene (10 ml) was added methyl isocyanate (0.1 g, 1.7 mmol) with 
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Stirring. The solution was refluxed for 2 hr and solvent removed. Residue was chromatographed 
on silica gel in methylene chloride-methanol (99:1) to fiunish the title compound (0.56 g). 

EXAMPLE 9 

Preparation of 3-[4-chloro-2-(dimethylaminomethynyl)imino-6-fluoro-3- 
methoxyphenyl]-l-methyl-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 1-31) 

A mixture of 3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)- 1 -methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (0.5 g, 1.4 mmol) and dimethylformamide 
dimethylacetal (0.8 g, 7 mmol) was refluxed for 4 hr under a blanket of nitrogen. Excess reagent 
was removed in vacuo and product extracted with ether. Solvent was removed to afford a residue 
which was chromatographed on siUca gel. Elution of the column with hexane-ethyl acetate (6:4) 
afforded the title compound (0.22 g). 

EXAMPLE 10 

Preparation of 3-(2-amino-4-chloro-6-fluoro-3-hydroxyphenyl)-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 1-16) 

3-(2-Amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (1.1 g, 2.7 mmol) was dissolved in 50 ml of anhydrous 1,2-dichloroethane 
and 3.4 g (10.8 mmol) of borontribromide-dimethylsulfide complex was added to the solution.. 
The solution was refluxed for 16 hr and methylene chloride (100 ml) was added. Washing with 
water followed by drying (anhydrous sodium sulfate) and removal of the solvent afforded a 
residue which was triturated with ether to afford the title compound (0.6 g). 

EXAMPLE 11 

Preparation of 3-(4-chloro-6-fluoro-3-hydroxy-2-nitrophenyl)-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (Compound no. 1-2) 

3-(4-chloro-2-fluoro-5-hydroxyphenyl)-6-trifluoromethyl-2,4(lH,3H)-pyrimidinedione 

(2.5 g) was added to an ice cooled con. nitric acid (50 ml). After stirring for 1 hr, the reaction 
mixture was poured into ice-cold water. The yellow crystals were collected by filtration to afford 
the title compound (0.9 g). The filtrate was extracted by ethyl acetate (200 ml) and washed with 
brine. The organic phase was dried over anhydrous sodium sulfate. After removal of the solvent, 
0.6 g of title compound was obtained as yellow crystal. 

EXAMPLE 12 

Preparation of 3-(4-chloro-6-fluoro-3-hydroxy-2-nitrophenyl)-l -methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 1-17) 
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3-(4-Chloro-2-fluoro-5-hydroxyphenyl)-l-methyl-6-trifluorometh^^ 3H)- 
pyrimidinedione (1.06 g).was added to ice-cold con. nitric acid (10 ml). After stirring for 30 
min, crushed ice was added. The yellow crystals were collected by filtration to afford the title 

compound (1.2 g). 
5 EXAMPLE 13 

Preparation of l-(4-chloro-6-fluoro-3-hydroxy-2-nitrophenyl)-4-(3-fluoropropyl)-l,4- 

dihydro-5-oxO'5H-tetrazole (Compound no. 5-4) 

l-(4-Chloro-2-fluoro-5-hydroxyphenyl)-4-(3-fluoropropyl)-tetrazolinone (2.91 g) was 

gradually added into an ice-cooled nitric acid (20 ml) and stirred for 30 minutes. Crushed ice 
10 was added followed by extraction with ethyl acetate. The ethyl acetate extract was washed with 
water, dried over sodium sulfate, concentrated, and filtered through a siUca gel SPE column (2 g) 
to give the title compoimd as a yellow soUd (3.4 g). 

EXAMPLE 14 

Preparation of l-(2-amino-4-chloro-6-fluoro-3-hydroxyphenyl)-4-(3-fluoroproyl)-l,4- 

15 dihydro-5-oxo-5H-tetrazole (Compound no. 5-5) 

Iron powder (2.3 g) was added to a solution of l-(4-chloro-6-fluoro-3-hydroxy-2- 
nitrophenyl)-4-(3-fluoropropyl)-l,4-dihydro-5-oxo-5H-tetrazole (3.4 g) in acetic acid (50 ml) and 
stirred at room temperature over night. The reaction mixture was filtered through a celite bed. 
The filtrate was concentrated under reduced pressure and purified by a silica gel column, eluted 
20 with hexane-ethyl acetate (2:1) to give yellow crystals (2,75 g). 

EXAMPLE 15 

Preparation of 1 -(2-amino-4-chloro-6-fluoro-3-propargyloxyphenyl)-4-(3-fluoroproyl)- 
l,4-dihydro-5-oxo-5H-tetrazole (Compound no. 5-17) 

The mixture of l-(2-amino-4-chloro-6-fluoro-3-hydroxyphenyl)-4-(3-fluoropropyl)- 
25 tetrazolinone (0.28 g), propargyl bromide (0.13 g), and potassium carbonate (0.14 g) in 

acetonitrile (5 ml) was heated under reflux for 0.5 hour. The solvent and excess reagent were 
removed under reduced pressure. The residue was purified by a silica gel column, eluted with 
ethyl acetate to give the desired product (0.33 g). 

EXAMPLE 16 

30 Preparation of 1 -(2~amino-4-chloro-6-fluoro-3-isopropyloxyphenyl)-4-(3-fluoropropyl)- 

l,4-dihydro-5-oxo-5H-tetrazole (Compound no. 5-18) 

The mixture of l-(2-amino-4-chloro-6-fluoro-3-hydroxyphenyl)-4-(3-fluoropropyl)-l,4- 
dihydro-5-oxo-5H-tetrazole (0.30 g), isopropyl iodide (1.2 ml), and potassium carbonate (0.14 g) . 
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in acetonitrile (5 ml) was heated under reflux for 2 hours. The reaction mixture was evaporated 
and purified by a silica gel column, eluted with hexane-ethyl acetate (2: 1 ) to give the desxred 
product (0.29 g). 

EXAMPLE 17 

Preparation of l.(4-chloro-6-fluoro-3-hydroxy-2-nitrophenyl)-4-difluoromethyl-3- 

methyl-l,2,4-triazolinone (Compound no. 6-1) 

lK4-Chloro-2-fluoro-5-hydroxyphenyl)-4-difluoiomethyl-3-methyl-l,2,4Wolinon^ 

(0 21 g) was added to con. nitric acid (1 .5 ml) at ambient temperature. The solution was 
vigorously stirred at ambient temperature for 1 5 mm. Reaction mixture was poured into ice-cold 
water and yellow precipitate was collected by filtration to afford the title compound (0.17 g) as a 
1 : 1 mixture with oxidative compound. 

EXAMPLE 18 

Preparation of l-(2-amino-4-chloro-6-fluoro-3-hydroxypl>enyl)-4-difluorometltyl-3- 

metliyl-l,2,4-triazolinone (Compound no. 6-2) 

To a stirred solution of H4-chloro-6-fluoro-3-hydroxy-2.mtrophenolH.difluorometltyl- 

3.methyl-l 2.4-triazoHnone (0.15 g) in amixed solvent of con. hydrochloric acid (5 ml) and 
methanol (5 ml) was added 0.3 g of iron powder at amhient temperature. The resulting mature 
was refluxed for 1 hr and the solution was concentrated under reduced pressure. The restdue was 
extracted with ethyl acetate (200 ml) and the organic phase was washed with brine and dried over 
, hydrous sodium sulfate. Solvent was removed under reduced pressure to give title compound 

as a brown oil. 

EXAMPLE 19 

Preparation of 4-chlore-3-(4-chloro-6.fluoro-3-mefhoxy-2-nitrephenyl)-l-methyl-5- 

trifluoromethyl-lH-pyrazole (Compound no. 7-1) 
,5 4.chloro-3-(4-chloro-2-nuoro-5-methoxyphenyl)-l-methyl-5-trinnoromethyl-lH- 

pyrazole (1.2 g. 3.5 mmol) was slumed w,.h 4 ml of con. sulfi,ric acid and was slowly added to a 
stirred 4 ml mixture of con. sulfuric acid-con. nitric acid (9:1) a, -15"C. Solution was allowed to 
stir at ambient temperature for 2 hr and ti>en added to ice water. Extraction with ethyl acetate 
and removal of the solvent afforded a crude product which was chromatographed on s.hca gel. 
30 Elution of the column with hexane-methylene chloride (4:6) furnished the titte compound (0.72 

g). 

EXAMPLE 20 
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Preparation of 4-chloro-3<2-ainmo-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-5- 

trifluoromethyl-lH-pyrazole (Compound no. 7-2) 

4-Chloro-3<4-chloro-6-fluoro-3-methoxy-2-nitrophenyl)-l-methyl-5-trifluoromethyl-lH- 

pyrazole (0.48 g, 1.24 mmol) was dissolved in toluene (8 ml) and 0.05 g of 10% palladium on 
5 carbon was added. The solution was vigorously stirred under hydrogen atmosphere for 4 hr at 
ambient temperature and the catalyst was removed by filtration. Removal of the solvent afforded 
a residue which was chromatographed on silica gel. Elution of the column with hexane- 
methylene chloride (3:7) furnished the title compound (0.38 g). 

EXAMPLE 21 

10 Preparation of 6-chloro-4-£luoro-2-nitro-3-(tetrahydrophthalimido)phenol (Compound no. 

8-1) 

2-Chloro-4-fluoro-5-(tetrahydrophthalimido)phenol (5.0 g) was added mto nitnc acid (50 
ml) at 0°C, warmed up to room temperature in 30 minutes. Crushed ice was added and the 
solution extracted with methylene chloride. The organic phase was washed with water, dried 
15 over anhydrous sodium sulfate, and purified by a silica gel column, eluted with methylene 
chloride-ethyl acetate (19:1) to give 3.67 g of the desired product. 

EXAMPLE 22 

Preparation of 2-amino-6-chloro-4-fluoro-3-(tetrahydrophthalimido)phenol(Compound 
no. 8-2) 

20 Iron powder (2.48 g) was added into a solution of 6-chloro-4-fluoro-2-nitro-3- 

(tetrahydrophthalimido)phenol (3.67 g) in acetic acid (60 ml) and stirred at room temperature for 
two hours. The reaction mixture was diluted with ethyl acetate, washed with water, dried over 
anhydrous sodium sulfate, evaporated to give 3.6 g of the title compound. 

EXAMPLE 23 

25 Preparation of N-(2-amino-4-chloro-6-fluoro-3- 

propargyloxyphenyl)tetrahydrophthalimide (Compound no. 8-3) 

A mixture of 2-amino-6-chloro-4-fluoro-3-(tetrahydrophthalimido)phenol (0.31 g), 

propargyl bromide (0.2 ml), potassium carbonate (0.14 g), and acetonitrile (5 ml) was heated 

under reflux for 0.5 hr. The solvent and excess reagent were removed under reduced pressure. 
30 The residue was purified by a silica gel column, eluted with ethyl acetate to give the title product 

(0.2 g). 

EXAMPLE 24 
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Preparation ofN-(2-ainino-4-chloro-6-fluoro-3- 

isopropyloxyphenyDtetrahydrophthalimide (Compound no. 8-4) 

A mixture of 2-amino-6-chloro-4-fluoro-3Ktetrahydrophthalimido)^^^^^ (0.31 g), 

isopropyl iodide (1.2 ml), potassium carbonate (0.14 g). and acetonitrile (5 ml) was heated under 
reflux for 2 hr. The solvent and excess reagent were removed under reduced pressure. The 
residue was purified by a silica gel column, eluted with ethyl acetate to give the title product 



(0.21 g). 

EXAMPLE 25 



10 



Preparation ofN-(2-amino-4-chloro-3-cyclopentyloxy-6- 

fluorophenyl)tetrahydrophthalimide (Compound no. 8-5) 

Amixtureof2-amino-6-chloro-4-fluoro-3-(tetrahydrophthalimido)phenol(0.31g), 

cyclopentyl bromide (1 .3 ml), potassium carbonate (0.14 g), and acetonitnle (5 ml) was heated 
urxder reflux for 2 hr. T^c solvent and excess reagent were removed under reduced pressure. 
The residue was purified byasilica gel column, eluted with ethyl acetate to give the titleproduct 



15 (0.17 g). 

EXAMPLE 26 



20 



25 



Preparation of2-chloro-4-fluoro-5-(phthalimido)methoxybenzene 
4-Chloro-2-fluoro-5-methoxyaniline (10.0 g, 57 mmol) and phthalic anhydride (8.5 g, 57 
n^ol mmol) were dissolved in glacial acetic acid (200 ml) and the solution refluxed for 2 hr. 
Waterwasaddedandtheresultantprecipitatewasseparatedbyfiltration. The residue was 
washed with water and dried to afford the titlecompound(16.7g);-HNMR(CDCl3, 300 MHZ) 

3.89 (3H, s), 6.9 (IH, d, J=6.3 Hz), 7.33 (IH, d, J=9.0 Hz), 7.82 (2H, m), 7.97 (2H, m) ppm. 

EXAMPLE 27 

Preparation of 6-ch.om-4-fluoro-2-nitro-3.(phAaUmido)methoxybenzene 
2-CMoro-4-fluoro-5-(ph.haUmldo)mettK>xybenzene (5.0 g, 16.4 mmol) was slowly added 
,o a stirred nrixture of con. sulfuric acid-con. nlMc acid (10:1, 20 ml) a. -20=C. Solution was 
tiren wanned to ambient temperature and allowed to stir for 1 hr. Addition to ice-water resulted 
in a li^t yellow precipitate which was separated by nitration. Colunu, chromatography on sthca 
gel in hexane-methylene chloride (3:7) furnished the title compound (3.2 g); 'H NMR (CDC1„ 
300 MHz) 4.06 (3H, s). 7.54 (IH. d, J=8.5 Hz). 7.84 (2H. m), 7.97 (2H. m) ppm 
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Preparation of 3-chloro-5-fluoro-2-methoxy-6-(phthalimido)aniline 
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6-Chloro-4-fluoro-2-nitro-3-(phthalimido)methoxybenzene (0.5 g, 1.4 mmol) was 
dissolved in glacial acetic acid (5 ml) and reduced iron (0.32 g, 5.6 mmol) was added. The 
solution was stirred at ambient temperature under a stream of nitrogen for 1 2 hr. Water was 
added and the product extracted with ethyl acetate followed by washings with water, bnne, and 
drying (anhydrous sodium sulfate). Removal of the solvent afforded the title compound (0.4 g); 
•H NMR (CDCI3, 300 MHz) 3.87 (3H,s), 4.21 (2H, br s), 6.65 (IH, d, J=9.4 Hz), 7.81 (2H, m), 
7.95 (2H, m) ppm. 

EXAMPLE 29 
Preparation of 4-chloro-6-fluoro-3-methoxy-2-nitroaniline 

3 chloro-5-fluoro-2-methoxy-6-(phthalimido)aniline (0.6 g, 1.7 mmol) was dissolved in 
dimethylsulfoxide (3 ml) and anhydrous hydrazine (0.22 g, 6.8 mmol) was added. The solution 
was stirred at ambient temperature for 12 hr under a stream of nitrogen. Water was added and 
the product extracted with ether. The organic layer was washed with water, dried (anhydrous 
sodium sulfate), and evaporated to furnish the title compound (0.22 g). 'H NMR (CDCI3, 300 
MHz) 3.98 (3H, s), 5.09 (2H, br s), 7.2 (IH, d, J=10.5 Hz) ppm. 

EXAMPLE 30 

Preparation of 4-chloro-6-fluoro-3-methoxy-2-nitrophenyl isocyanate 
4-Chloro-6-fluoro-3-methoxy-2-mtroaniline (0.5 g, 2.27 mmol) was dissolved in 
ard^ydrous toluene (30 ml) and triethylamine (0.46 g, 4.54 mmol) was added. This solution was 
slowly added to a stirred solution of triphosgene (0.67 g, 2.27 mmol) in toluene (30 ml) and the 
solution refluxed for 2 hr. The solution was cooled and filtered. Clear filtrate was evaporated ^n 
racuo to afford the title compound. 'H NMR (CDCI3, 300 MHz) 3.96 (3H, s), 7.38 (IH, d, J-8.8 
Hz) ppm. 

EXAMPLE 31 

Preparation of 3-[4-chloro-6-fluoro-3-methoxy-2-nitrophenyl]-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pynmidinedione (Compound no. 1-5) firom 4-chloro-6-fluoro-3- 
methoxy-2-nitrophenyl isocyanate 

Sodium hydride (0.06 g, 2.27 mmol) was suspended in 10 ml anhydrous 
dimethylformamide and to this was slowly added a solution of ethyl-3-amino-4,4,4- 
0 trifluorocrotonate (0.42 g, 2.27 mmol) in anhydrous toluene (10 ml). The solution was stirred for 
15 min. until the evolution of hydrogen gas ceased. The solution was cooled to -30«C and a 
solution of 4-chloro-6-fluoro-3-methoxy-2-nitrophenyl isocyanate (2.27 mmol) in anhydrous 
toluene (10 ml) was slowly added with stirring. The solution was then allowed to warm to room 
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temperatureandmethyl iodide (1.31 g,9.1 mmol) was added. After stirring for 4 hr at ambient 
temperature, water was added and product extracted with ethyl acetate. Column chromatography 
on silica gel in hexane:methylene chloride (4:6) afforded the title compound (0.13 g). 

EXAMPLE 32 
Preparation of 2-chloro-4-fluoro-5-(phthalimido)phenol 

5-Amino-2-chloro-4-fluorophenol (3.0 g, 18.6 mmol) and phthalic anhydride (3.3 g, 22.3 
xnmol) were dissolved in glacial acetic acid (60 ml) and the solution refluxed for 2 hr. Water was 
added and the resultant precipitate was separated by filtration. The residue was washed wtth 
water and dried to afford the title compound (5.04 g); 'H NMR (CDCI3+CD3OD, 300 MHz) 3.68 

(IH, s), 6.93 (IH, d, J=6.6 Hz), 7.27 (IH, d, J=9.1 Hz), 7.84 (2H, dd, J=3.0, 5.5 Hz), 7.97 (2H, 

dd, J=3.0, 5.5 Hz) ppm. 

EXAMPLE 33 

Preparation of 6-chloro-4-fluoro-2-nitro-3-(phthalimido)phenol 
2-Chloro-4-fluoro-5-(phthalimido)phenol (5.0 g, 17.1 mmol) was slowly added with 
stirring to con. nitric acid (50 ml) at -10°C. Solution was then wanned to ambient temperature 
and allowed to stir for 0.5 hr. Addition to ice-water resulted in a light yellow precipitate which 
was separated by filtration to afford the title compound (5.5 g); 'H NMR (CDCI3.CD3OD, 300 
MHz) 4.36 (IH, br s), 7.61 (IH, d, J=8.6 Hz), 7.88 (2H, dd, J=3.0, 5.5 Hz), 7.99 (2H, dd, J=3.0, 
5.5 Hz) ppm. 

EXAMPLE 34 

Preparation of 4-chloro-2,5-difluoronitrobenzene (XXXVIII) 

l-Chloro-2,5-difluorobenzene (31.7 g, 0.21 mol) was dissolved in sulfuric acid (110 ml) 
at -40°C then a solution of sulfuric acid (20 ml) and nitric acid (30 ml) was added dropwise. The 
„.ixture was stirred for 1 hr while temperature slowly raised to 20°C. Tlie product was forced to 
crystallize by mixing the reaction mixture with ice-water (500 ml), the yellow crystals were 
filtered, washed with cold water and dried in fume hood overnight. (38.0 g). 'H NMR (CDCI3, 
300 MHz) 7.46 (IH, dd, J=9.8, 9.9 Hz), 7.96 (IH, dd, J=7.9, 7.9 Hz) ppm. 

EXAMPLE 35 
Preparation of 4-chloro-2,5-difluoroaniline (XXXIX) 

l-Chloro-2,5-difluoro-4-nitrobenzene (XXXVIII) (17.5 g) was dissolved in acetic acid 
(150 ml) in a IL 3-neck round bottom flask equipped with cooling condenser. To it iron powder 
(35 0 g) was added slowly while the solution was stirred by an overhead stirrer. The reaction was 
exothermic which occurred in less than 30 min and generated much heat that was absorbed by a 
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cooling bath. After that, ethyl acetate (300 ml) was added and the mixture filtered. The solution 
was washed with water and dried over sodium sulfate. The product was purified by column 
chromatography (silica gel, hexane:ethyl acetate. 4:1) (14.3 g). 'H NMR (CDCI3, 300 MHz) 3.89 

(2H, br), 6.56 (IH, m), 7.02 (IH, m) ppm. 
J EXAMPLE 36 

Preparation of ethyl 4-chlor6-2,5-difluorophenylcarbamate (XL) 

4-Chloro-2,5-difluoroaniline (XXXIX) (2.1 g, 12.8 mmol) was mixed with pyridine (20 
ml) at 0°C, to it was dropwise added ethyl chloroformate (1.5 g, 13.8 mmol). After stirring for 
1. 5 hr whiie temperature slowly raised to room temperature, pyridine was evaporated and the 
10 residue crystallized in ice-water (100 ml). The crystals were filtered, washed with water and 
dried in fiime hood overnight (2.7 g). 'H NMR (CDCl. 300 MHz) 1 .33 (3H, t, J=7.1 Hz), 4.23 
(2H, q, J=7.1 Hz). 6.89 (IH, br), 7.12 (IH, dd, J=6.5, 6.5 Hz), 8.05 (IH, dd, J=7.8, 9.6 Hz) ppm. 

EXAMPLE 37 

Preparation of ethyl 4-chloro-3,6-difluoro-2-nitrophenylcarbamate (XLI) 
15 Ethyl 4-chloro-2,5-difluorophenylcarbamate (XL) (2.4 g, 10.2 mmol) was added to a 

mixture of sulfuric acid (12.5 ml) and nitric acid (0.8 ml) at -30°C. After stirring for 1.5 hr (- 
30°C to r t ) it was poured into ice water (50 ml) and yellow crystals formed immediately which 
were filtered, washed with water and dried in fume hood overnight (2.8 g). 'H NMR (CDCI3, 300 
MHz) 1.30 (3H, t, J=7.1 Hz), 4.22 (2H, q. J=7.1 Hz), 6.97 (IH, br), 7.45 (IH, dd, J-6.3, 6.3 Hz) 
20 ppm. 

EXAMPLE 38 
Preparation of 4-chloro-3,6-difluoro-2-nitroaniline (V) 

Ethyl 4-chloro-3,6-dinuoro-2-nitrophenylcarbamate (XLI) (0.9 g. 3.2 mmol) was mixed 
with acetic acid (30 ml) and hydrobromic acid (48o/o, 25 ml), the mixture was stirred at 150«>C for 
25 4 hr and then 

the volume reduced to half by evaporation. Ethyl acetate (50 ml) was added and the solution was 
washed with water (15 ml x 3) and dried over sodium sulfate. The product was purified by 
column chromatography (silica gel, hexane) (0.56 g). 'H NMR (CDCl. 300 MHz) 5.73 (2H, br), 
7-24 (IH, dd, J=6.1, 6.1 Hz) ppm. 

EXAMPLE 39 

Preparationof3-(4-chloro-5-ethoxycarbonylamino-2-fluorophenyl)-6-trifluoromethyl- 
2,4(1H, 3H)-pyrimidinedione (XLVII) 
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Ethyl chloroformate (2.58 g) was dropwise added into a solution of 3-(5-amino-4-chloro- 
2-fluorophenyl)-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (XLVI) in pyridine (25 ml) at 
(fC, and stirred at room temperature for one hr. The reaction mixture was diluted with ethyl 
acetate, washed with IN hydrochloric acid followed by water, and dried over sodium sulfate. 
After concentration, the crystals (5.46 g) were collected by filtration. 'H NMR (CDCI3, 300 
MHz) 1.31 (3H, t, 5=1.1 Hz), 4.22 (2H, q, J=7.1 Hz). 6.20 (IH, s), 7.14 (IH, br), 7.29 (IH, d, 
J=8.8 Hz), 7.36 (IH, d, J=6.0 Hz). 8.26 (IH, bd, J=6.4 Hz) ppm. 

EXAMPLE 40 

Preparation of 3-(4-chloro-3-ethoxycarbonylamino-6-fluoro-2-nitrophenyl)-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 1-33) 

3-(4-Chloro-5-ethoxycarbonylamino-2-fluorophenyl)-6-trifluoromethyl-2,4(lH,3H)- 

pyrimidinedione (XLVII) (1.0 g) was stirred with sulfuric acid (2 ml) at 0°C, then a mixture of 
nitric acid (1 ml) and sulfuric acid (1 ml) was dropwise added. After stirring at room 
temperature for 3 hr, it was poured into ice water (50 ml) and yellow crystals formed 
immediately which was filtered, washed with water and dried in fume hood overnight (0.5 g). 

EXAMPLE 41 

Preparation of3-(4-chloro-3-ethoxycarbonylamino-6-fluoro-2-nitrophenyl)-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 1-34) 

3-(4-chloro-3-ethoxycarbonylamino-6-fluoro-2.nitrophenyl)-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (0.96 g) was stirred with dimethyl sulfate (0.72 ml) and potassium 
carbonate (0.33 g) in N,N-dimethylformamide (10 ml) at room temperature overnight. The 
reaction mixture was diluted with ethyl acetate, washed with water, dried over sodium sulfate, 

evaporated to give the title compound (1 .1 g, oil). 

EXAMPLE 42 

Preparation of3-[4-chloro-6-fluoro3-methyl-2-(2-naphthoyl)aminophenyl]-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-122) 

Preparation of 4-chloro-2-fluoro-5-methyl-N-phenoxycarbonylaniline 

4-Chloro-2-fluoro-5-methylaniline (5 g, 31.4 mmol) was dissolved in tetrahydrofuran 

(100 ml) and potassium carbonate (6.0 g, 37.7 mmol) and phenyl chloroformate (5.9 g, 37.7 

, rmnol) were added. Solution was refluxed for 3 hr and the solvent was removed under reduced 

pressure. Product was purified by column chromatography on silica gel (eluent, methylene 

chloride:hexane, 6:4; 7.15 g). 

Preparation of 4-chloro-2-fluoro-5-methyl-6-nitro-N-phenoxycarbonylaniline 
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4-Chloro-2-fluoro-5-methyl-N-phenoxycarbonylaniline (7.1 g, 25.4 mmol) was dissolved 
in chloroform (68 ml) and trifluoroaceticanhydride (13.5 ml) and ammoniun nitrate (2.4 g, 30.5 
mmol) were slowly added with stirring at ambient temperature. The stirring was continued for 
18 hr when a second batch of ammonium nitrate (0.4 g, 5 nmiol) was added and stirring 
continued for 8 hr. Water was added and solution was neutralized by slow addition of sodium 
bicarbonate solution followed by extraction with chloroform. Organic layer was dried and 
evaporated under reduced pressure to afford an oily product (8.5 g) which was used for the next 
step without purification. 

Preparation of 3 -(4-chloro-6-fluoro-3 -methyl-2-nitrophenyl)-6-trifluoromethyl-2,4( 1 H, 
3H)-pyrimidinedione 

Ethyl 3-amino-4,4,4-trifluorocrotonate (6.1 g, 33.1 mmol) was dissolved in 
dimethylformamide (47 ml) and stirred at -10 ""C. To this solution was slowly added 1,8- 
diazabicyclo[5.4.0]undec-7-ene (6.3 g, 41.4 mmol) and solution stirred for 0.5 hr. To this 
solution was slowly added a solution of 4-chlorb-2-fluoro-5-methyl-6-nitro-N- 
phenoxycarbonylaniline (8.5 g) in dimethylformamide (25 ml) followed by stirring at ambient 
temperature for 14 hr. Solution was then heated to 80 °C and stirred at this temperature for 4 hr. 
Water was added and pH adjusted to 4 by addition of dilute hydrochloric acid. Product was 
extracted with ethyl acetate followed by evaporation of the solvent to afford the crude product 
(10.1 g) which was subjected to N-methylation as follows. 

Preparation of 3-(4-chloro-6-fluoro-3-methyl-2-nitrophenyl)- 1 -methyl-6-trifluoromethyl- 
2,4(1 H, 3H)-pyrimidinedione 

3-(4-Chloro-6-fluoro-3-methyl-2-nitrophenyl)-6-trifluoromethyl-2,4(lH, 3H)- 
pyrimidinedione (10.1 g) was dissolved in dimethylformamide (100 ml) and potassium carbonate 
(5.7 g, 41.3 mmol) and dimethylsulfate (1 1.9 g, 55.1 mmol) were added. Solution was stirred at 
ambient temperature for 14 hr, water was added and product extracted with ethyl acetate. The 
title compound was separated by column chromatography on silica gel (eluent, hexane-ethyl 
aceatate, 9:1; 8.5 g). 

Preparation of 3 -(2-amino-4-chloro-6-fluoro-3 -methylphenyl)- 1 -methyl-6- 
trifluoromethyl-2,4(lH, 3H)--pyrimidinedione 

3-(4'-ChIoro-6-fluoro-3-methyl-2-nitrophenyl)- 1 -methyl-6-trifluoromethyl-2,4( 1 H, 3H)- 
pyrimidinedione (2.0 g, 5.2 mmol) was dissolved in acetic acid (20 ml) and iron powder (1.2 g, 
21.5 mmol) was added. Solution was stirred at ambient temperature for 14 hr. Water was added 
and product extracted with ethyl acetate followed by evaporation under reduced pressure. Title 
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compound was separated by column chromatography on silica gel (eluent, hexane-ethyl acetate, 
7:3; 1.5 g). 

Preparation of 3-[4-chloro-6-fluoro3-methyl-2<2-naphthoyl)aminophenyl]-l-meti^^^^ 

trifluoromethyl-2,4(lH,3H)-pyrimidinedione 

3 (2.Amino-4-chloro-6-fluoro-3-methylphenyl)-l-methyl-6-trifluoromethyl-2,^^ 3H)- 

pyrimidinedione (0.5 g, 1.4 mmol) was dissolved in 1,4-dioxane (20 ml) and triethyl amine (0.29 
g 2 9 mmol) and 2-naphthoyl chloride (0.41 g, 2.2 mmol) were added. Solution was heated 
uLder reflux for 4 hr and solvent removed under reduced pressure. Product was subjected to 
column chromatography on silica gel and the title compound was eluted with hexane-ethyl 
acetate (8:2; 0.3 g). 

EXAMPLE 43 

PreparationofN-[4-chloro-6-fluoro3-methoxy-2-(2-naphthoyl)aminophenyllphthalimide 

(Compound no. 13-3) 

3-Chloro-5-nuoro-2-mett.oxy-«-(phthalimido)amlin« (0.32 g, 1 mmol), 2-naphthoy: 

chloride (0.23 g, 1 .2 mmol), and triethyl amine (0.12 g, 1.2 mmol) were dissolved in 
.etrahyd,«fu«n (20 ml) and solution refluxed for3 hr. Solvent was then removed nnder reduced 
pressure and the residue subjected to column chroma«>graphy on silica gel. TiUe compound was 

eluted with hexane-ethyl acetate (7:3; 0.12 g). 

EXAMPLE 44 

Preparation of3-(2-amino-4-chloro-3-difluoromethoxy-6-fluorophenyl)-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione ( Compound no. 1-38) 

3-(2-Amino-4-chloro-6-fluoro-3-hydroxyphenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (1 .41 g, 4.0 mmol) and potassium carbonate (0.69 g, 5.0 mmol) were 
suspended in dimethylformamide (50 ml) and stirred at 90 »C. Chlorodifluoromethane was 
bubbled through the solution for 4 hr and water was added. Product was extracted wxth ethyl 
acetate and subjected to column chromatography (silica gel; eluent, methylene chlonde- 
methanol, 99.5:0.5) to furnish the title compound (0.78 g). 

EXAMPLE 45 

Preparation of3-[4-chloro-6-fluoro-3-methyl-2-(phenoxycarbonylamino)phenyl]-l- 

0 inethyl-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 4-52) 

3-(4-Chloro-6-fluoro-2-isocyanato-3-methylphenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione 
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3K2-Ainino-4-chloro-6-fluoro-3-methylphenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 3H)- 
pyrimidinedione (1.0 g, 2.9 mmol) and triethylamine (0.58 g, 5.7 mmol) were dissolved in ethyl 
acetate (15 ml) and the solution was slowly added to a solution of triphosgene (0.85 g, 2.9 mmol) 
in ethyl acetate (15 ml). Solution was heated under reflux for 2 hr and filtered. Solvent was 
evaporated to afford the title compound as a residue which was used for the next step. 
3-(4-Chloro-6-fluoro-3-methyl-2-phenoxycarbonylaminophenyl)-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione 

3-(4-Chloro-6-fluoro-2-isocyanato-3-methylphenyl)-l-methyl-6-trifluoromethyl-2,4(lH. 

3H)-pyrimidinedione (1.4 mmol) and triethylamine (0.14 g, 1.4 mmol) were dissolved in toluene 
(15 ml) and the solution was treated with phenol (0.13 g, 1 .4 mmol). Solution was stirred for 0.3 
hr at ambient temperature and water was added. Product was extracted with ethyl acetate. 
Removal of the solvent followed by column chromatography on silica gel (eluent, methylene 

chloride) afforded the title compound (0.3 g). 

EXAMPLE 46 

Preparation of3-[4-chloro-6-fluoro-3-hydroxy-2K2-naphthoylamino)phenyl]-l-methyW^ 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-1 14) 

3-(2-Amino-4-chloro-6-fluoro-3-hydroxyphenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (0.50 g, 1.4 mmol) and 2-naphthoyl chloride (0.27 g, 1.4 mmol) were 
dissolved in 1,4-dioxane (10 ml) and the solution heated under reflux for 4 hr. Solvent was 
evaporated under reduced pressure and the product purified by column chromatography on silica 
gel (eluent, hexane-ethyl acetate, 8:2) to furnish the title compound (0.60 g). 

EXAMPLE 47 

Preparation of3-[4-chloro-3-difluoromethoxy-6-fluoro-2-(2-naphthoylamino)phenyl]-l- 

methyl-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-115) 

3-[4-Chloro-6-fluoro-3-hydroxy-2-(2-naphthoylamino)phenyl]-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (0.51 g, 1.0 mmol) dissolved in 
dimethylfonnamide (5 ml) was slowly added to a stirred suspension of sodium hydride (0.03 g, 
1.3 mmol) in dimethylformamide (5 ml) at -10 °C. Chlorodifluoromethane was bubbled through 
the solution for 0.5 hr with stirring at -10 °C followed by addition of water. Product was 
3 extracted with ethyl acetate and solvent evaporated under reduced pressure. Residue was 
subjected ot column chromatography on silica gel (eluent, hexane-ether, 25:75) to furnish the 
title compound (0.03 g). 

EXAMPLE 48 
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Preparation of3-[4-chloro-2<2-naphthoylamino)phenyl]-l-methyl-^ 

2 4(1H 3H)-pyrimidinedione (Compound no. 2-131) 

'to a solution of triphosgene in anhydrous ethyl acetate (150 ml) was added dropwise a 
solution of 4-chloro-2-nitroaniline (10 g) and triethylamine (12 g) in anhydrous ethyl acetate (50 
ml) at 0°C under nitrogen atmosphere. After addition, the resulting mixture was heated at reflux 
temperature for 1 hr, then allowed to cool to ambient temperature. -Hxe precipitate was removed 
by filtration through Celite and the filtrate was concentrated to give title compound as an brown 
solid. 

To a suspension of sodium hydride ( 60 V. dispersion in oil, 2.5 g) in anhydrous N,N- 
dimethylformamide (100 ml) was added dropwise a solution of ethyl-3-amino-4,4,4- 
trifluorocrotonate in toluene (50 ml)at 0°C under nitrogen atmosphere. After addition, the 
mixture was stirred for 20 min at same temperature, then cooled to -30»C. A solution of (4- 
chloro-2-nitrophenyl)isocyanate in toluene (50 ml) was added dropwise. After stimng for 20 
min the cold bath was removed and the resulting mixture was stirred overnight at ambient 
temperature. The reaction mixture was partitioned between ethyl acetate and IN-hydmchlonc 
acid The organic phase was washed with brine (x2) and dried over anhydrous sodium sulfate, 
•me solvent was removed in vacuo and the residue was purified by column chromatography on 
silica gel eluted with ethyl acetate and hexane (1 : 1) to afford 3-(4-chloro-2-nitrophenyl)-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (10.2 g).as a yellow solid. 
, Preparation of 3-(4-chloro-2-nitrophenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 3H)- 

pyrimidinedione 

A mixture of 3-(4-chloro-2-nitrophenyl)-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione 
(3 g), dimethyl sulfate (1 .7 g) and potassium carbonate (1.85 g) in N,N-dimethylformamide (100 
ml) was stirred at 55<'C overnight. The resulting mixture was allowed to cool to ambient 
.5 temperature and filtered through Celite to remove unsoluble precipitate. The filtrate was diluted 
with a mixed solvent of ethyl acetate and hexane (1:1, 200 ml), washed with brine (x2) and dned 
over anhydrous sodium sulfate. After removal of the solvent, the residue was solidified. The 
yellow solid was recrystallized from ethyl acetate and hexane to give desired compound ( 2.3 g). 
Preparationof3-(2-amino-4-chlorophenyl)-l-methyl-6-trifluoromethyl-2,4(lH,3H)- 

30 pyrimidinedione i o /i/ixj 

To a stirmi suspension of 3-(4-ch.oro-2-nitrophenyl)-l-methyl-6-trinuoromethyl-2,4(lH. 

3H)-pyrimidinedione (1 g) in methanol (20 ml) and cone, hydroehloric acid {10 ml) was added 
iron (powdered. 0.48 g) unded vigorous s«ting. After addition, the mixture was heated at ..flux 
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temperature for 1 hr. The oil bath was removed and the solution was allowed to cool to ambient 
temperature. Ethyl acetate (200 ml) was added, washed with brine (x2) and dried over anhydrous 
sodium sulfate. After removal of the solvent, the residue was purified by column 
chromatography on silica gel using ethyl acetate-hexane (1:3) as the eluent to give the title 
5 compound. 

Preparation of3-[4-chloro-2-(2-naphthoylamino)phenyl]-l-methyl-6-trifluoromethyl- 

2,4(1H, 3H)-pyrimidinedione (Compound no. 2-131) 

A solution of 3-(2-amino-4-chlorophenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 3H)- 
pyrimidinedione (0.4 g), 2-naphthoyl chloride (0.29 g) and triethyl amine (0.19 g) in anhydrous 
0 tetrahydro furan (30 ml) was heated at reflux temperature overnight under nitrogen atmosphere. 
The reaction mixture was diluted with ethyl acetate (200 ml), washed with brine (x2) and dned 
over anhydrous sodium sulfate. The solvent was removed unded reduced pressure and the residue 
was purified by column chromatography on silica gel using ethyl acetate and hexane (1 :3) as the 
eluent give a pale yellow solid. The solid was recrystallized from ethyl acetate-hexane to give the 

15 title compound as a white crystal (0.42 g). 

EXAMPLE 49 

Preparation of 3-[4-chloro-6-fluoro-2-(2-naphthoylamino)phenyl]-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-145) 

Amixtureof(2-amino-4-chloro-6-fluorophenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 

20 3H)-pyrimidinedione (0.25 g), triethylamine (0.15 g) and 2-naphthoyl chloride (0.21 g) in 

anhydrous tetrahydrofuran (30 ml) was heated at refluxtemperature overnight under nitrogen 
atmosphere. The mixture was poured into water and extracted with ethyl acetate. The organic 
layer was washed with brine and dried over anhydrous sodium acetate. The solvent was removed 
in vecuo and the residue was purified by column chromatography on silica gel using ethyl 
25 acetate- hexane (1 :4) as the eluent to give the title compound as an white solid (0.26 g). 

EXAMPLE 50 

Preparation of N-[4-chloro-2-(2-naphthoylamino)phenyl]phthalimide (Compound no. 13- 

A reaction solution of N-(2-amino-4-chlorophenyl) phthalimide (0.5 g), triethylamine 
30 (0 28 g) and 2-naphthoyl chloride (0.35 g) in anhydrous tetrahydrofuran (50 ml) was heated at 
reflux temperature for 6 hr under nitrogen atmosphere. The resulting mixture was poured into 
water and extracted with ethyl acetate. -Hie organic layer was washed with brine (x2) and dned 
over anhydrous sodium sulfate. The solvent was removed and the residue was purified by 
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colunm chromatography on silica gel using ethyl acetate-hexane (1 :5) to give the title compound 
(0.35 g) as a yellow solid. 

EXAMPLE 51 

Preparation of 3-(2-benzylthioacetylamino-4-chloro-6-fluoro-3-methoxyphenyl)-l- 
methyl-6-trifluoromethyl-2,4(lH. 3H)-pyrimidinedione (Compoun no. 2-165) 

A solution of benzylmercaptan (51.0 mg) in tetrahydrofuran (1.0 ml) was slowly added to 
a suspension of sodium hydride (1 6.4 mg) in tetrahydrofuran stirred under nitrogen at 0°C. The 
solution warmed to room temperature over 20 minutes and tetrabutylammonium bromide (1 1 
mg) was added. The suspension was cooled to -78°C and a solution of 3-(2-chloroacetylammo- 
4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6-trifluoromethyl-2,4(lH,3H)- 
pyrimidinedione(150 mg) added. After stirring for a further 30 minutes the mixture was allowed 
towarm to room temperature overnight. Water and ethyl acetate were added and the solution 
separated and the organic phase was washed with water, brine and dried over sodium sulfate. The 
solution was concentrated and chromatographed on silica gel eluting with methylene chlonde : 

ethyl acetate, 10 : 1, to give a white solid (137 mg). 

EXAMPLE 52 

Preparation of3-(2-aminocarbonylamino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl- 

6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 3-26) 

A solution of the isocyanate (1 mM) in dioxane (20 ml), stirred at 0°C, was treated wxth a 
solution of 0.5 M ammonia in dioxane (3 mM) and l,8-diazabicyclo[5.4.0]undec-7-ene (DBU) (3 
drops) The solution was allowed to warm to room temperature and stirred overnight. 
Chromatography on silica gel eluting with ethyl acetate gave the product as a yellow sohd (27 1 

mg). 

EXAMPLE 53 

Preparation of 3-(4-chloro-6-fluoro-3-methoxy-2-thiomethylphenyl)-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 17-1) 

A solution of t-butylnitrile (73 mg) in methylene chloride (1 ml) was added to a stirred, 
ice cold solutionof3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6-trifluoro^ 

2 4(1H 3H)-pyrimidinedione (200 mg) and methyl disulfide (102 mg) in dry methylene chlonde 
3 (I ml) It was stirred at 0°C for 1.5 h and allowed to wami to room temperature overnight. 1 N 
Hydrochloric acid was added and the mixture extracted with ethyl acetate, washed with water, 
brine and dried over sodium sulfate. The solution was concentrated under reduced pressure and 
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the residue chromatographed on silica gel eluting with ethyl acetate : hexane, 5 : 1 gave the 
product as a yellow powder (189 mg). 

EXAMPLE 54 

Preparation of2K4-chloro-6-fluoro-3-hydroxy-2-iutrophenyl)-5-trifluoromethyl^^^ 

3-one (Compound no. 1 1-2) 

Nitric acid (70%. 12 ml) was added to the ice-cooled 2-(4-chloro-2-fluoro-5- 
hydroxyphenyl)-5-trifluoromethylpyridazin-3-one (1.25 g) and stirred at room temperature for 30 
minutes. Crushed ice was added. The precipitate was collected by filtration and washed with 
water to give 1.20 g of the desired product, m.p. 146-8°C. 

EXAMPLE 55 

Preparation of 2-(2-amino-4-chloro-6-fluoro-3-hydroxyphenyl)-5- 

trifiuoromethylpyridazin-3-one.(Compound no. 1 1-3) 

To a stirred solution of 2-(4-chloro-6-fluoro-3-hydroxy-2-nitrophenyl)-5- 
trifluoromethylpyridazin-3-one (0.601 g) in acetic acid (6 ml) was added 0.38 g of iron powder at 
; ambient temperature and stirred for 4 hours. The reaction mixture was partitioned between ethyl 
acetate and water. The organic phase was dried over anhydrous sodium sulfate. After removing 
the solvent under reduced pressure, the residue was purified by silica gel column 
chromatography, eluted with hexane - ethyl acetate (2 : 1) to give 0.515 g of the title compound. 

EXAMPLE 56 

0 Preparation of 2-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-5- 

trifluoromethylpyridazin-3-one (Compound no. 1 1-4) (BY715) and 2-(4-chloro-6-fluoro-3- 
methoxy-2-methylaminophenyl)-5-trifluoromethylpyridazin-3-one (Compound no. 11-5) 
2-(2-Amino-4-chloro-6-fluoro-3-methoxyphenyl)-5-trifluoromethylpyridazin-3-one 

(0.515 g), methyl iodide (0.248 g), and potassium carbonate (0.219 g) were mixed in acetonitrile 
Z5 (1 0 ml) and heated at reflux for 2 hours. The reaction mixture was partitioned between ethyl 

acetate and water. The organic phase was dried over anhydrous sodium sulfate. After removing 
the solvent under reduced pressure, the residue was purified by siUca gel column 
chromatography, eluted with hexane - ethyl acetate (4 : 1) to give 0.40 g of 2-(2-amino-4-chloro- 
6-fluoro-3-methoxyphenyl)-5-trifluoromethylpyridazin-3-one (Compound no. 11-4), m.p. 156- 
30 7°C and 2-(4-chloro-6-fluoro-3-methoxy-2-methylaminophenyl)-5-trifluoromethylpyridazin-3- 

one (Compound no. 1 1-5)(7 mg). 

EXAMPLE 57 
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Preparation Of 2-(4-chloro-6-fluoro-3-methoxy-2-naphthoylamidophenyl)-5- 

trifluoromethylpyridazin-3-one (Compound no. 1 1-6) 

2-(2-Amino-4-chloro-6-fluoro-3-methoxyphenyl)-5-trifluoromethylpyridazin-3-one 

(0 153 g) and 2-naphthoyl chloride (0.097 g) were mixed in dioxane (10 ml) and heated at reflux 
5 for 5 hours. The reaction mixture was partitioned between ethyl acetate and water. The organic 
phase was dried over anhydrous sodium sulfate. After removing the solvent under reduced 
pressure, the residue was purified by siUca gel column chromatography, eluted with hexane - 
ethyl acetate (4 : 1) to give 0.198 g of the title compound, m.p. 190-2°C. 

EXAMPLE 58 

10 Preparationof2-(2,4-dichloro-6-fluoro-3-methoxyphenyl)-5-trifluoromethylpyridazin-3- 
one (Compound no. 11-7) and 2-[4-chloro-2-(2-chloro-2-ethoxycarbonylethyl)-6-fluoro-3- 
methoxyphenyl]-5-trifluoromethylpyridazin-3-one (Compound no. 11-8) 

Copperai) chloride (0.1 19 g), f-butyl nitrite (0.115 g), and ethyl acrylate (3 ml) were 
placed in a flask, and cooled with a dry ice-acetone bath at -65°C. To this mixture 2-(2-amino-4- 
15 chloro-6-fluoro-3-methoxyphenyl)-5-trifluoromethylpyridazin-3-one (0.25 g) in acetomtnle (4 
ml) was added and stirred. The reaction mixture was gradually warmed up to room temperature 
over night. The reaction mixture was partitioned between ethyl acetate and water. The organic 
phase was dried over anhydrous sodium sulfate. After removing the solvent under reduced 
pressure, the residue was purified by silica gel column chromatography, eluted with hexane - 
20 ethyl acetate (9:1) to give 0.077 g of 2-(2,4-dichloro-6-fluoro-3-methoxyphenyl)-5- 

trifluoromethylpyridazin-3-one and 0.033 g of 2-[4-chloro-2-(2-chloro-2-ethoxycarbonylethyl)- 
6-fluoro-3-methoxyphenyl]-5-trifluoromethylpyridazin-3-one. 

EXAMPLE 59 

Preparation of2-(4-chloro-6-fluoro-3-hydroxy-2-naphthoylamidophenyl)-l-methyl-6- 

25 trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-194) 

Boron tribromide-emthyl sulfide complex (5.15 g) was added to a solution of 2-(4-chloro- 
6-fluoro-3-methoxy-2-naphthoylamidophenyl)-l-methyl-6-trifluoromethyl-2,4(lH,3H)- 

pyrimidinedione in 1,2-dichloroethane (150 ml) and heated at reflux for 1 hour. The reaction 
mixture was partitioned between methylene chloride and water. The organic phase was dned 
30 over anhydrous sodium sulfate. After removing the solvent under reduced pressure, the residue 
was purified by silica gel column chromatography, eluted with hexane - ethyl acetate (4: 1 and 
2:1) to give the title compovmd (4.127 g), m.p. 150-2°C. 

EXAMPLE 60 
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Preparation of 2-(4-chloro-3-ethoxy-6-fluoro-2-naphthoylainidophenyl)-l-methyl-6- 

trifluoroinethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 2-196) 

2-(4-Chloro-6-fluoro-3-hydroxy-2-naphthoylamidophenyl)-l-methyl-6-trifluoromethyl- 

2,4(1H, 3H)-pyrimidinedione (0.203 g), ethyl iodide (75 mg) and potassium carbonate (55 mg) 
were stirred in methylethyl ketone (9 ml) and dimethyl sulfoxide (1 ml) at room temperature over 
night. The reaction mixture was filtered and evaporated under reduced pressure. The residue 
was purified by silica gel column chromatography, eluted with hexane - ethyl acetate (4:1) to 
give the title compound (0.16 g). 

EXAMPLE 61 

Preparation of 3-[4-chloro-2-diazanyl-6-fluoro-3-methoxyphenyl]- 1 -methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 15-1) 

3-(2-Amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (0.9 g, 2.4 mmol) was dissolved m cone, hydrochloric acid (5ml) and the 
mixture cooled to -15»C, a solution of NaNO, (0.2 g in 2 ml of H,0) was added slowly. After 
stirred for 20 min, a solution of SnCl^ ^H.O (1.5 g in 4 ml of cone, hydrochloric acid) was added 
and the reaction continued at -15°C for 30 min, then at room temperature for 30 min. The 
aqueous mixture was extracted with ethyl acetate (5 ml x 3) and the organic phase washed with 
brine and dried over Na,SO.. Column chromatography was used to purify the product (silica gel, 
hexane/ethyl acetate = 6/4). Yield: 0.5 g, 1.3 mmol. 

EXAMPLE 62 

Preparation of 3-[4-chloro-2-(2-cyclopropanecarbonyldiazanyl)-6-fluoro-3- 

methoxyphenyl]-l-methyl-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 15-2) 
3-[4-chloro-2-diazanyl-6-fluoro-3-methoxyphenyl]-l-methyl-6-trifluoromethyl-2,4(lH, 

3H)-pyrimidinedione (0.15 g, 0.4 mmol) was dissolved in dioxane (10 ml) and added with 
cyclopropanecarbonyl chloride (0.04 g, 0.4 mmol) and triethylamine (0.04 g, 0.4 mmol). After 
stirred for 1 hr, the mixture was poured into water (1 5 ml) and extracted with ethyl acetate (10 ml 
X 3). Organic phase was washed with brine and dried over Na2S04. Final purification involved 
column chromatography (siUca gel, ether). Yield: 0.15 g, 0.34 mmol. 

EXAMPLE 63 

Preparation of 3- {4-chloro-2-[2, 2-(cyclopropylmethylene)diazanyl]-6-ftuoro-3- 
methoxyphenyl}-l-methyl-6-tri£luoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 15- 

11) 
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3-[4-chloro-2-diazanyl-6-fluoro-3-methoxyphenyl]-l-methyl-6-trifluoromethyl-2,4(lH, 
3H)-pyrimidinedione (0.12 g. 0.31 mmol) was added to a methanol (10 ml) solution of 
cyclopropanecarboxaldehyde (0.024 g, 0.34 mmol) and the mixture was stirred for 3 hr. After 
evaporation of solvent, the residue was purified by column chromatography (silica gel, 

hexane/ether = 3/2). Yield: 0.13 g, 0.31 mmol. 

EXAMPLE 64 

Preparation of 3-(4-chloro-6-fluoro-2-hydroxy-3-methoxyphenyl)-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 16-6) 

An acetonitrile (10 ml) solution of copper (II) sulfate (0.52 g, 3.26 mmol), copper (I) 
oxide (0.47 g. 3.26 mmol) and copper (II) nitrate hemipentahydrate (0.76 g, 3.26 mmol) was 
stirred at -30''C, and added with tert-butyl nitrite (0.41 g, 3.97 mmol) and then an acetonitrile (3 
ml)solutionof3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6-trifluoromethyl- 

2 4(1H 3H)-pyrimidinedione (0.94 g, 2.56 mmol). After stirred for 16 hr (-30°C to room 
temperature), the mixture was poured into cold 5% hydrochloric acid (30 ml) and then extracted 
with ethyl acetate (20 ml x 3). The organic phase was washed with brine and dried over Na^SO,. 
Preparative TLC was used for purification (silica gel plates, 2000 microns, ether). Yield: 0.16 g, 
0.44 mmol. 

EXAMPLE 65 

Preparation of3-[4-chloro-6-fluoro-3-methoxy-2-(2-naphthoyloxy)phenyl]-l-methyl-6- 

trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compound no. 16-7) 

3-(4-chloro-6-£luoro-2-hydroxy-3-methoxyphenyl)-l-methyl-6-trifluoromethyl-2,4(lH. 

3H)-pyrimidinedione (0.10 g, 0.27 mmol) was dissolved in dioxane (10 ml) and the solution 
added with 2.naphthoyl chloride (0.062 g, 0.33 mmol), triethylamine (0.033 g, 0.33 mmol). After 
stirred for 2 hr, solvent was evaporated and the residue purified by column chromatography 
(silica gel. hexane/ether = 4/1). Yield: 0.12 g, 0.23 mmol. 

EXAMPLE 66 

Preparation of 3- {4-chloro-2-[2-chloro-2-(ethoxycarbonyl)ethyl]-6-fluoro-3- 
methoxyphenyl}-l-methyl-6-trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (Compounds no. 14- 
4 and 14-5) 

A solution of 3-(2-amino-4-chloro-6-fluoro-3-methoxyphenyl)-l-methyl-6- 
trifluoromethyl-2,4(lH, 3H)-pyrimidinedione (0.94 g, 2.56 mmol) in acetonitrile (3 ml) was 
slowly added to an acetonitrile (9 ml) solution of ethyl acrylate (6 ml), tert-butyl nitrite (0.41 g, 
3 97 mmol), and copper (II) chloride (0.42 g, 3.12 mmol) at -20°C. After stirred for 16 hr (-20OC 
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to room temperature), the mixture was poured into cold 5% hydrochloric acid (30 ml) and 
extracted with ethyl acetate (20 ml x 3). the organic phase was washed with cold 5% NaHC03 
and brine, dried over Na,SO,. Column chromatography was used for purification (siUca gel, 
hexane/ete = 9/1) which also isolated two isomers. Yield: isomer-1 (eluted earlier), 0.23 g, 0.47 
5 mmol; isomer-2 (eluted later), 0.14 g, 0.29 mmol. 
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Using the procedures as described in Schemes 1-17 and Examples 1-66, the compounds 
of this invention can be readily prepared. Tables I-XVII Ust structures for few representative 
compounds of this invention. 
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H 


1 Oj 0 




Cl 


1 H 1 


OCH3 


I Url3 




CF3 


: rl 


9 4-F -Hpntzovl : 

^j*T— X^ 2 


H 


1**01*0 


2-1131 


Cl 


1 F 1 


OCH3 


1 CH3 




CF3 


TT 


: j-(^z-iiiicnyijacryioyi 


H 


1 01 0 


2-114! 


Cl 


1 F 1 


/-VTT 

UH 






CF3 


: ri 


7-nanhthovl 


H 


1 Oj 0 


TTl5*r'" 


ci 


1 F 1 


0CHF2 


i CH3 




CF3 


ri 


: ' z-na.pninoyi 


H 


1 01 0 




Cl 


1 F 1 


0CH3 


! CH3 




CF3 


H 


CU Crl2U L.vJ V/lls 


COCH2OCOCH4 91 0 


2-1171 


Cl 


1 F 1 


0CH3 


1 CH3 




CF3 


H 


Crl2vJ v.^C/v^j:l3 


H 


1 01 u 

4 ♦ — 

1 01 0 


2-1181 


Cl 


i F 1 


0CH3 


1 CH3 




CF3 


rl 




H 




*ci 


1 F i 


0CH3 


: CH3 




CF3 


rl 




; H 


]• or"o 

l*"6j*'o 


2-1201 


Cl 


1 F 1 


6CH3 


1 CH3 




■CFj 


H 


i^D V-^rl2V-'^6"5 


2-121 1 


Cl 


i F ! 


0CH3 


: CH3 




;"CF3 


: xl 


rTiPOP TT 


H 


I'oi'o* 


2-122:: 


Cl 


; F 1 


CH3 


**j"ciS3 






■¥ •••• 

rl 


: z-ila.piiuxv>jrx 


i H 


I Oj 0 


2-1231 


Cl 


F 1 


CH3 


T'CH^ 




1 CF3 


H 


cinnamoyl 


H 


i Oj 0 


2-1241 


Cl 


; F 1 


0CH3 


1 CH3 




i CF3 


H 


' j *CO-2,6-dime3iyiphenyi 


H 


Toi'o 


2-1251 


Cl 


F 1 


0CH3 


1 CH3 




i CF3 


rl 


z-F -ciniiaiiiciy 1 


i H 


rol'o 


2-1261 


Ci 


F 1 


0CH3 






1 H 


1 2-nitro-cinnamoyi 


1 H 


I'ol "0 


2-1271 


Cl 


F j 


0CH3 


\ CH3 


i CF3 


1 H 


i 2-me3ioxy-cinnamoyl 


H 


1 01 0 


2-1281 


Cl 


1 F ] 


0CH3 


1 CH3 


i CF3 


1 H 


1 2,6-dichloro-ciimainoyl 


H 


j Oj 0 




ci 


T"f *]" 

: : 


'OCHj 


"TcH, 


i 


|"cf; 


j H 


j COCH2CH2-2- 
methylphenyl 


1 H 

.i............................. 


i oj 0 




2-130i 


Cl 


• ^ 1 

.1 \.. 




1 CH3 


i CF3 


: *^ 
..1 


'*[ ODCT2CH2-2,5~ 

rl 1 TY»i»tVivlr»h pn vl 


\ H 


'loj'o 

-■i i 


2-131] 
2-1321 


Cl 
Cl 


1 ^ \ 

: r j 


7S(Pfi 


*T'CH 
■pCH 


3 
3 


i CF3 

j CF3 


1 H 
"1 h" 

..i. 


z-napritnoyi 
"] ODCHiCHr2^5^ 
Himpthvlnhenvl 


1 H 
1 H 


1 Oj 0 

T"or*o 


'2-1331* 


Cl 


1 F i 


OCH3 


1 CH 


3 


i CF3 


1 H 


j COCH20-4-r -phenyl 
1 3 -chiorocinnamoyl 


1 H 


1 01 0 

T*or*o 

Toj'o 


2-1341 


Cl 


i F 1 


*OCH*3 


' 'f CH 


3 




"I h" 


"2-i35l 


Cl 


1 F 1 


OCn3 


"TCH 


3 


1 CF3 


"I h" 


"T* PrSPH n-4-Pi-nhenvl 

VxWV.^rx2V-'~*T-v>'i-pi.i^**j A 


i H 




Cl 


! F i 


OCH3 


1 CH 


3 


1 CF3 


"1 h"* 


1 a-cyano-cinnamoyl 
1 cinnamoyl 


1 H 
1 H* 


'I'q'o 
T'oi'o 
'Vofo 


2-1371 


Cl 


1 H i 


H 


"T CH 


3 


Tcf; 


1 W 


2-1381 
■'2:139]' 


CN 


1 H 1 


H 


1 CH3 


i CF, 


\ H 


' 1 0 




"h 


"*r'H*"r 


H 


""rCHj 


i CF3 i H 


""1 2-naphiiioyl 


2-naphthoyl 


Toi'o 




cisf 




H 


■ 'j'CH* 


■]■ cFri "h" 


""1 2-naphiiioyi 


! H 


1 01 0 
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2-141] 




CN 1 

"h r 


H i 


H j 


CH3 ] 


CF3 j 


H 


cinnamoyl [ 


H i 


oi 0 




*H T 


H I 




CF3 1 


H 


2-naphtiiioyl j 


h 


Oi 0 


2-1431 


OCH, i 


H i 


H 


CH3 i 


CF3 1 


H : 


Z.-IiapiltlH-»y 1 


H 


Oi 0 


2-144 [ 




CI i 


PI j 


OCH3 


CH3 1 


CF3 j 


H 


2-naphthoyl 


W ! U: u 




CI 1 


F 1 


iS 


CH3 ] 


CF3 


rl 


0 _r»anlitliovl 


H 


Oi 0 


2-i46i0CH(CH3) 1 
i COOCHzCj 
\ H, i 


H i 


H 


CH3 \ 


CF3 1 

1 


TT 
±1 


9 -n anVifhovl 
Af— Jr * 


n 




"2:147] 




"*ci T 


F ] 


H 


CH3 


CF3 1 


H 


cyciopropyl j 


H 


01 0 






CF, 


H 


2-naphSoyl | 


H 


Oi 0 


2-1481 




0CHF2 1 


F : 


rl 






2-149* 




CF3 1 


H j 


H 


i CH3 i 


CF3 i 


H 


! 2-naphthoyi j 


H i 


O! 0 


2-150 




a 1 


Y] 


OH 


1 CH3 


CF3 : 


TT 

rl 


r\ Vi ^ n \/ 1 51 f* f* tv 1 


H 

.......................<..••••••••' — 4 






fcnr" 


CF3 1 


H 


1 phenyiacetyl J 


H 




2-151! 




Cl 1 


"f"1 


0CH3 


2-152 


CI 1 


F ! 


0CH3 


i CH3 


"ciF3 1 


H 


3-methoxy- 
2-naphthoyl 


n 


"of 0 


2-153 


1 a : 


F 


0CH3 




CF3 1 


TT 

rl 


1 -IIIC UlU A Jf — 

9 -n anlitho vl 


H 




2-154 


ci 


r 

'T' 


0CH3 


1 CH, 

i CH3 


CF3 1 

i CF3 i 


H 

H 


2,4-dichloro- 
r»Vi pn ox vace tvl 


H 

1 H 


Oi 0 


2-155 
2-156 
"2-157 




Cl ! 


"f" 


i 0CH3 
0CH3 


i CH3 


1 i 


H 


]■" 6:mShyi-2-naph^ 


: Xl 






Cl 


F 


r 6CR3 


1 CH3 


i CF, 1 


H 


1 3-chioro-2-naphSoyi 


H 


i Oj 0 


2-158 


i CI 


F 


i 0CH3 


! CH3 




TT 
ll 


^ Krr»mn-.9-na'nlltHovl 


H 


: O: U 








TT 


: H-Dromo-^-Ilcipiiuiuyi 


n 


1 Oi 0 


2-159 
'2-160 




ri 


F 


I 0CH3 


1 CH3 


] CF3 1 






Cl I'f 


0CH3 

.i 


: Chi3 


\ ^ 1 


rl 

TT 
H 


' il-,Hm'mr*-9-na'nhthovl 


4-bronio-2- 

lla.piillXV'jr 1 

H 


i : 
: : 
: : 

] Oi 5 


2-161: 

*2-i62i 


Cl 
Cl 


1 r 
1 F 


1 OCH3 

: Kj^t±i 


i CH3 

: ^^^3 




H 


: o-iiuoro-^-napiiuiuyi 
1 5-chloro-2-naph3ioyl 


H 


I U: D 


2-163 i 

1:1641""' 


Cl 


! F 


OCH3 






£1 


5-cyano-2-naphthoyl 


H 


1 Oi 0 


Cl 


1 F 


\ OOrl3 


: i-/n3 




H 


chloroacetyl 


TT 

rl 






Cl 


! F 


! OCH3 


j CH3 


i CF3 1 


H 


1 benzyiSiioacet/1 


\ H 


1" of 0 








"PcHj 




H 


: bromoacetyl 


H 


i Oi 0 


2-1661 


Cl 


F 


OCH3 








"TCH3 




H 


"T phenyiiSioacetyl 


rl 


1 Oi 0 


2-1671 


Cl 


f" 


] OCH3 


i CF3 i 




2-168! 


Cl 


1 F 


T' * 0CH3 


1 CH3 


1 CFj : 


TT 

rl 


rri«»tVi\/l tVl 1 PPtvl 
: lllCUljr » 


TT 

rl 


T"oj'*o 


2-1691 


Cl 


F 


UL>rl3 


: v-'Al3 


1 ' i 


H 


1 2-naphttiylthio-acetyl 


n 


j o[ 0 

! Oj 0 


2-170i 


Cl 


F 


\ OCH3 


"I'CHj 


■|"cFri' 


H 


ethoxycarbonyl- 
i me thy Ithio acetyl 


H 












"tcis; 






! ethoxycarbonyl-ethyl-2- 
thioacetyl 


****** TT 

: rl 

j 


: KJ: kJ 


2-1711 


Cl 


^ F 


i OCrls 

I 

-l 


2-1721 


Cl 


.i. — 

i F 


OCH3 


1 CH3 
....... 


1 CF3 i 


TT 

rl 


: ptVivlthioacetvl 


: H 
rA 

"V a 

: n 


i Oi 0 
T Oi 0 


2-173! 
■2:174]* 


Cl 


1 F 


i OCH3 




i CF, i 


XT 

11 


i-propylthioacetyl 




a 


! F 


! OCH3 


■"rCH3 ! CF3 ! 


n 


r»rnnvlthioacCtvl 


1 H 


T'oi'o 

toro 

t o! o" 
"foFo 


2-175! 


Br 


1 F 


vJL>rl3 


! CH: 


"i CF3 i 


H " 


1 2-cinnamoyl 




2-176i 


Br 


! F 


• OCH3 


"I'CH 


n CP, i 


11 


: 9-cinnamovl 


j 2-cinnamoyl 

"1 u" 


2-177] 


Br 


! F 


\ OCH3 


"i'CH 


, i CF3 i 


"iii ' 

n. 


2-ciniiatnoyl 




"2:178] 


Br 


i F 


I UCrL3 


' 'r'CH 


;Tcf3 i 


pi * 


2-cinnainoyl 


2-ciimamoyl 


i 01 0 


'2:1791 


CN 


i F 


■j OCH3 


f'CH 


rv CF3 i 


H 


j 2-cinnamoyl 


H 


•rol"o 


2-1801 


CN 


i F 


: UCri3 


! CH 


ri CF3 1 




2-naplithoyl 


H 


1 Oi 0 


2-181! 


CN 


\ F 




f'CH 


;T' cf3 j 


h' 


! 2-naphthoyl 


i H 


i Oi 0 


2-182! 


Br 


\ F 


1 OCH3 


r"CH 


3 \ CF, 


n 


: 4-viiiylbenzoyl 


H 


I Oi 0 


2-1831 


Br 


i F 


1 6CH3 


r CH 


3 i CF, 


H 


j i-vinyibenzoyl 


I 4-vmylbenzoyi \ u 


2-1841 
"2:1851 


Cl 

ci 


! F 


! OCH3 


ri^7rcF3 


H 


\ 2-naphthoyi 


i H 


1 U 


■] "f 


"*] ocH'r 


f'KHiTaF^ 


' h" 


j 2-cinnamoyl 


H 


1 01 0 


'2-i86l 


Cl 


1 F 


' \ 0CH3 


1 NH2I CF3 


i H 


i 2-cinnamoyl 


1 2-cinnamoyl 


i Oi 0 
••toj-o 


2-187 


Cl 


1 F i 6CH3 


["NHjI CF3 


H 


1 benzyioxyacetyl 


1 H 


2-188 


Cl 


1 F \ OCH2CN 


i"'i^7r CF3" 


1 h 


1 2-naphthoyl 


j H 


i ^ 0 
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2-189! 

1 


a i 


F i 


OCH2COOC i 
H2CH3 j 


CH3 i 

4 


CF3 j 


H 


2-naphthoyl 


H j 
4 


Oi 0 


2-1901 


ci i 


F j 

: 


'ociijcooc i 


CH3 i 


CF3 1 


H 


z-cuuisunoyi 


i5 1 


Oi 0 


2-191 1 


Cl j 


F j 


OCH(CH3)C 1 
OOCH2CH3 j 


CH3 : 


CF, i 


H 


2-naphthoyl 


11 

\ 










"NH'2 


CF3 1 


H i 


2-naphtiioyi 


H 


U: U 


2-192 i 


Cl \ 


F i 


Drl 




2-1931 


4-CF3. 1 


H j 


H 


CH3 


CF, 1 


H 


2-napnthoyl 


TJ 
Xl 


V-/; W 




pyridyloxy 


























[CFrt" 




2-naphthoyi 


H 


Oi 0 


2-1941 


Cl 


F i 


OH 1 


2-1951 


Cl 


'* 

F j 


" OCHzCiCH"'* 


CH3 


! CF3 i 


H 


2-napntnoyl 


LJ. 


■oTo 

""7y"o' 


2-196j 


Cl 


F I 


6CH2Cii3 


CH3 


i CFj 1 


H 


2-naphthoyl 


rl 






...... 


1 'cPi i 




2-naphthoyl 


TJ 

n 


: Oi 0 


2-197 


Cl 


F j 


OCH(CH^^^^^^^ 


*2-i98 


ci 




OCH3 


CH3 


1 1 


TT 

H 


: riexanoyi 


H 


;"oi"0 

rolo' 

r O: 0 


2-199 


ci 


F : 


3-NO2- 
pyridyloxy 


Crl3 


i 1 


14 
n 


2-naphthoyl 

•• — 


H 


2-200 
'2-20T 


Cl 


i F 


OCH2CN 


1 CH3 


1.CF3..1.. 


H 


2-naphthoyl 


XJ 

n 


\ cK t'*H 


ti 




: : 




2-naphSioyl 


t H 




2-2U2 


\ Cl 




\ 0CH3 


CCRi 


i CF3 i 


H 


1 2-naphiiioyl 


1 H 


i'Oi 0" 

I'oro' 
i'oro 


2-203 


1 0CF3 


: H 


H 


\ CH3 


\ CF3 i 


H 


r 2-naphthoyl 
1 c-C3H5-carbonyl 


\ H 
i H 


*2-204 


! Cl 


H 


i H 


i'cHr 




H 


*2-205 


1*'h2NC(S) 


1 H 


1 H 


i CH3 


i CF3 j 


H 


2-naphSoyl 


I H 


1 oj 6 


'2-2O6 


Cl 


F 


OCH3 


i CH3 


1 CF3 1 


H 


1 c-CjHs-carbonyl 
1 2-naphthoyl 


H 

1 H 


i Oi 0 
Tofo 


2-207 


1 COOCH3 


. H 


i H 


i CH3 


\ CF3 \ 


H 
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TABLE III 



No. : 


A 




R 


R. i 


R, i 


Rj 1 


R4 1 


1 




R9 
""0 


3-1 i 


CI i 


F 


CH3 1 


"cr;'"'! 


CF3 1.... 


H I 


CONHCH3 1 


CONHCH3 j 


0 \ 

4» 


"0""" 


3^T" 


CI 


F 




CHj^^ 


CF, 1 


H T 


CONHCH2CH2C113 j 


XL 


0 


■ *o**"" 


3-3 i 


CI ^ 


F 








H 


CONfCHfCHs)^ \ 


H 
H 


0 i 


0 


3-4i 
3-D • 


CI 


F 

r 


: V^tt"' • 
: LxMj : 

i CH^ j 


" CH3 


CF' i 



CF3 i 


H 1 
H i 


COT^'QHs ] 
CON(CiS3)CVH5 1 


H 


6 i 

4- 


0 
'* 0* * 


3-6 1 


CI ^ 


F 


1 chTj 


CH3 


CF3 1 


H i 


conhchVQHs \ 


H 




3-7 j 


CI 


r 


: v^rl3 i 


Vvjri.3 


CF. i 


H i 


CONHCH^ i 


H 




u 


c'i 


'T" 


1 CH3 \ 


y^TT 
CH3 




n. 


c6WCHii[CH,Q : 


H 


r-'o'"] 


"0 


3-9 i 


Cl 


F 


\ CH3 \ 


L>rl3 




H j 


c6KHCH2-{4-CH3jphenyi | 
■ CONH CH2-2,4-F2-phenyi | 
CONH CHzCHjQHs ] 


H 
H 


P6 \ 

f 

i 0 J 


0 
0 

* 0 * 


"*3-10T' 

""3-riT" 


"cT"*" 


''f * 

["¥' 


1 CH3* 1 

1 CH3 j 


CH3 


i CF3 I 
\ CF3 i 


H i 




..„„.... 
'"ch7" 


]""CF3 1 
]" CF3 1 


"h i 


"'CONHCHr^^^^^^ 


H 


r'o "1 


"0"" 


""3-12T* 
'"'3-131" 


Cl 

'"cT" 
"cT" 


\ F 

■""f" 


i CH3 * 
1 CH3 

TcHjCN" 


CONH-2-naphSioyi | 


H 


i 0 i 


0 


"'cHr' 


r"cF3'i- 


H i 


CONHCiSVQHs 1 


H 


1 0 


0 






H 


C6NHCH2C6H5 • 


H 


T""o 


0 


3-151 


Cl 


F 


1 CH3 




1 CF3 \ 




"■3-I6I* 


Cl 


: F 


1 CH3 


r "NHr 

\"'cMr 
r'cH^"' 


T CF3 i 


' H 
H 


conhchIc^h; ' I 

conhchVc^^ 


H 
H 


1 0 

i 0 


0 
'"0""' 


3-17| 

""3-T9T 
"■"3-20T 


Cl 
Cl 

'ci' 


F 


i CH3 
j CH3 


i CHF2 1 

T'"cFr"T 


Cl 


I CONHCH2QH5 j 


H 




* "o*"" 






r'cH^" 


i CF3 I 


H 


i coMchVqHs 


H 




""0"" 


\ F 


! CH3 


i CH3 




H 


1 conhcSSVcVHs 


H 




\ s 
1 0 


3-211 


CN 


i F 


1 CH3 






H 


1 conhchVqHs 
i coi^chVqHs 


1 H 



i H 


i 0 
1 0 


i 0 


3-22 i 
""3-23T 
3-241 


Cl 


\ H 


j CH3 


T""CH^" 


\ CF3 i 


H 






'cf 

Cl 


I F 
\ F 


i CH3 


1 CH3 


1 CF3 i 


H 


i CON(QH5)CH2QH^ 


H 


\ 0 


\ 0 


1" CH^ " 


'T CF3 ! 


H 


T CO>SCH(QH5)QH^ 


H 


\ 0 


\ 0 


■"3:26] 


Cl 


i F 


1 CH3 


j CH3 


1 CF3 j 


H 


CONH2 


i H 


\ 0 


\ 0 
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TABLE IV 



W 



No. i 


X : 


A : 


W : 






R, i 

^^^^^i ;. 


R4 : 


^5 




R9 


4-1 j 


CI i 


F i 


OCH3 [ 


GH3 j 


C£3 


""tt ! 
IT : 


POOCH, 

V-' V-/ N^i JL3 


H 


0 i 


6 








H 


COOCH3 


COOCHj 


"oT* 

+" 


0"" 


" *4^2 \ 


CI 


F i 






0"" 


4-3 i 


CI • 


...........4- 

F i 


OCH3 


Crl3 : 




XT 1 


COi5-phenyl 


H i 


0 i 


"***4"4*"' 


CI 


F i 


OCH3 


CH3 1 


CF3 i 




"r^rSrS to a ?pifT i-r>henvl 


H 


0 1 


0 


*""*4-5'* 


CI 


F 1 


OCrlj • 


L/rl3 : 


..V.T..?...J 


""jj i 


C06CH2-phenyi 


H 


0 i 


0 

0*"" 
0"" 


4-6 


CI 


F i 


/^OtJ : 

OCrlj : 

r..-..* 


1^113 : 




PF ; 


H = 


.... gQQQJ^ /^^^^ 


H j 
..... — ........ — ...............41 


0 j 

"oT 


4-7 
4-8 


CI 
. CI 


r : 
1 F 1 


L;v-'rT3 
OCH3 i 


v^n3 . 


PF, : 


H i 
H 1 


COOCH2-(4-Fj-phen i 
COOCHr(2-^^^^^ ' 


H j 
'H i 


0 j 


0 


4-9 

'* '4-i"i " 


i CI 

r"cr*" 

r cf 


i F ] 

rF"'i 


0CH3 
"'0CH3 


"CH^'T" 


CF3 ' 


H i 
H i 


c60CH2-(4-'CF^^^^^^^ 

c66-2-naphSyi 


*H ; 


0 i 

* o*T 

■ +• 


0 

"0" 


r*"F 


..._„... 




"CFj 


H 1 


C06-cyclohexyi 


H 


0 i 


"0 


4-12 


i ci 


i F 


0CH3 


i 'CH3 I 


CF, 


H ^ 


COOCHj-cyciohexyi 


I H 


0 i 


'"0" 


4-13 
"**4-i"4* 


i ci 

rcf 


............. 

i F 


'"oc'h;" 


l " CH3 I 


CF, 


• H 


C(Oj-'S-phenyi 


H 


0 i 


'6' 




'OCHjCN 




"CF, 


i H 


COO-pi^enyi 


H 


: 0 i 




4-15 


rci" 




OCH3 


1 H 1 


CF, 


i H 


COO-phenyi 


H 


0 i 


0 


4-16 


i ci 
T'cf 


\ F 

T"f*'* 


1 OCH3 


i NH2 \ 


CF, 


i H 


r c60-phenyl 


H 


0 i 


0 






CHFj 


1 H 


f" COO-pSenyi 


H 


1 0 1 


0 


""4-18* 
""4:19" 

""4-20" 


i CI 


1 F 


1 OCH3 


CH3 i 


CF, 


1 CI 


j c6o-p£enyl 


H 


i 0 i 

f 


0 


i CI 

T'cf 


\ F 

T"f"" 


] OCH3 


CH3 1 


"CF, 


1 H *" 


1 c60-phenyl 


1 H 


i s i 


0 


]" OCH3'" 




"CF, 


i h'"' 


1 COO-piienyl 


i H 


\ 0 1 


s 


4-21 


1 CN 


\ F 


1 OCH3 


* CH3 \ 


CF, 


1 H 


1 COO-pSenyl 


i H 


\ 0 1 


0 


4-22 


i CI 


i H 


i OCH3 


\ CH3 i 


CF, 


i H 


I c60-phenyl 


i H 
.4., — ............... — ... — 




"0"' 



*4-23"r"c:rr^ t. 



H 



COOCHrphe^^^^ 



"4-24 1 CI 



■*4-25 i CI 

'4^6T''cr 

"4-27T"Cl' 



F 



CF3 "1 h' "rc^^ * 



OCH3 
o'CHj 



CH3 
... 



CF3 



OCH3 j CH3 



CF, 



H 



H 



4-28 
*'4:29"* 

"4:30"' 
"■4-3T" 
"4-32 

■4-33' 



CI 

"cT 
"a" 



F 



0CH3 
"och7' 

OCH^' 



CH, 



CI 

"ci 
"ci 



I F 

"T ' f" . 
"T"f" 



0CH3 
0CH3* 
0CH3* 



4-34 i 

"4"35'1 
4^6"! 



CI 

"cr 

"cT" 



F 

"f" 



0CH3 
'0CH3' 
"6CH3' 



i CH3 
T CH^* ' 

Tch;** 

T"CH^** 
TCH^' 

T"chJ** 

TCH^"* 

Tch^" 



CF3 
CF3 
CF3 
CF3 

CF 

"CF3 



H 
H* 

h" 
h" 
h" 
IS" 



c50CHr'[3,4-(CH3)2- 
phenyl 

COOCH^^^^^^ 
"COOCHiT^^^^^ 



"COOCHr^^^^ 



CF3 
CF3 
CF3 



H 

"h' 
h" 



TcoocH^^^^^^^^ 

1 COOCHrC^^CFj)^^^ 

**coochh2-n6J^^^ 



"COOCHr^^^ 

"COOCHi-i-'p^^^ 



■4-37 i CI 



"4:38'T"'cr" 



■"OCH^'"r" CH3 i CF3 



4-39 
'4:40' 



CI 

"ci" 



F 

"f" 



OCH3 
"OCH3" 

'och7" 



CH3 
■CH3* 



"4-41 ! CI 



OCH, 



CH, 



CF3 

cf;" 

CF3 



H 

"iS" 

"h" 
"h" 



■*c6o'CHri33'(CH3)^^ 
phenyl 



c66ch;-[2;hch3)2]- 

phenyl 



H 



H 



H 



H 



H 



H 



H 



H 



H 

"h" 



H 

"h" 



h 



h 



h 



h 



"cooc%^^^ 
"cooch^^-oc 



H 



H 



"cFT"'r"H""r'*"*c 

i phenyl 



H 



O 

"o" 



i O 



O 



O 

"o* 
"o" 
"o" 
"o* 



O 



O 

"o" 



O ! O 



O 

"o" 
*o' 

"o 



O 



o \ o 



o 



O i O 



wo 99/21837 PCT/US98/17197 









OCH3 j 


CH3 i 


CF3 1 


H i 


COOCH2-(4-i-C3H7)-phenyl ] 
c66CHr(4-CF3)-ph^^ I 


H \ 


ojo < 


0 

"0 ■■ 


4-43 i 


CI i 


F i 






cf;"'!" 


H i 




4-44 1 


ci i 


F \ 


OCH3 : 


CH3 i 


CF3 : 


rl 




H 


<J 1 


0 


4-45 i 

""me]' 


Cl \ 


F J 


OCH3 


CH3 i 


CF3 i 


H i 




0 i 


' 0 




F T 


OCH3 i 


Crl3 


1 


TT ; 


cnncft-?r-C,H/S-nh^ 


H 


0 1 








i. 


n 




H 

11 


0 : 






Cl 1 


F j 

■4- 


6CH3 j 


Crl3 I 


COOCrl2-l2,3,4,D,o-penia- 
FVohenvl 




H-HO I 


c\ j 

: 


F j 


**OCIii 1 


' ch7 T 


CF3 i 


H 1 




"0 " 


*t-*t]^ : 
-V'JcVj": 


Cl \ 


H i 


H 


CH3 1 


CFj i 


H i 


'COOCH2-(2-FV 


H 


r\ : 
\J 


Cl 1 


H j 




H 


"CH^'f 


]CF,j' 


H ' 


c60-phenyi 


j H 


c\ * 
\J 


0 


4-51 i 


Cl 1 


F j 


CH3 


Crl3 : 


era J. 


n 


cnOfTi,-Q-Fi-Dhenvi 


j H 


0 


'0"" 


4-52 


Ci 1 


F i 


CH3 


Crlj : 


^£3 


jn 


COO-phenyl 


\ H 




0 








CF3 


ri 


(~^C\C\ 1 A <4tm#»tVi\/lr»Tipnv1 
L^iJ w- J ,'T-ulllic uiy ipiiciiy 1 


H 


1 0 


0 


4-53 i 


Cl 1 


"FT 


"'CH3 


CHj 1 






4-54 


Cl 1 


F i 


CH3 


: CH3 : 


CF3 


XI 


cnifSVTi^-2-Ci-Dhenvi 


1 H 
i H 


i 0 

i 0 


0 


A *;s i 


Cl 1 


F \ 


CH3 






*"h 1 


<5oO-2,6-dimethyiphe^ 
CUUCn2"'^"^^"^y^P*^^"yj..,„ 


H 


0 




A i 




F i 


CHj 


r'cHi 1 


CFj'" 


H 






•"4.57 


Cl i 


F J 






■CF, 1 


H 1 


Co6CH2CH2-phenyi 


•: H 


, 9.... 


1 0 


4-58 ^ 
"""4-59" 


1 

Cl i 

■"ci'l 


F j 


CH3 


♦ +• 

: L>rl3 j 


^^3 : 


H 


O06CH2-2-methoxyphenyl 


H 




\"o" 


■'f"1 


CH3 


I CH3 1 


CF3 1 


H i 


'* C06-2,6-dimethox>^^ 


H 




\ 0 


4-60 


Cl 1 


F i 


*ch7 






H 


wvJCil2~4-iiictny ipxiciiy 1 

COOCHz^'-Cl-phenyi* 


H 

i H 


* 0 


1 0 


4-6 i 


Cl : 


T? • 


Crl3 


t' *PH : 

: ^3 : 


CF, 


""h 




I 


r : 






....r.t.3 

CF3 


H 


CvJUCrl2-^,4- 
Qicnioropnenyi 


1 H 

! TT 




|"o""' 


4-62 


Cl j 


F i 


CH3 


T"CH^"I 


j* 0" 


: 


4-63 


Cl ; 


r 




1 CH3 \ 


CF, 


1 H 

i 


■cOOCH2-3,4- 
aimeinoxypncny 1 


: H 


4-64 


Cl 


F 


CH3 






1 H 


[ C06'CH2-4-niSophenyi 
l"'Co6CH2-3-meth^ 


\ H 


I 0 


i 0 




H 


\ 0 


i 0 


4-65 


Cl 


F 


CH3 




CF, 


j h"* 






4-66 




r 




i CH3 ^ 


CF, 


: H 


1 COSCHj-phenyi 




\ 0 


to"" 


4-67 


1 CI 


F 


1 CH^"" 


TCH^"" 


CF3 


H 


I *c6oCH2-3-niSophen^^^ 
T"* CO*OCH2-3-meSyiphenyi 


H 




1 0 






H 


i 0 


1 0 


4-68 
4-70 


i Cl 


i F 


i CH3 


T CH^ 


CF, 


' iS'"" 




T"c\" 

\ Cl 


r"F"" 

i F 


\ c^r 

\ CH3 


1 CH3 
I'CH^"" 


CF, 


i H 

1 h""' 


*c60CH2-2,4,6- 
\ trimethylphenyl 
1 CXDOCH^^^ran^ 


1 H 

: 
: 

1 H 


1 ^ 

i 0 


j 0 
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TABLE V 



No. 1 


X 1 


Y i 


R i 


Ri X 




R^ 


5-1 i 


CI i 


F i 


Cxls *: 


li • 






5-2 


"ci* T 


F [ 


H 


XT 






5-3 j 


CI i 


F j 


CH3 i 


(CW2)3£ 




H 






n 


0 


5-4 1 


CI i 


F i 


H i 


(CH2)3r \ 


5-5 i 


CI 1 


F i 


H 




a 


H 


5-6 i 


CI 1 


ci [ 


/^TT * 

CH3 : 


ri 


6 ' 


0 


5-7 i 


ci i 




CH3 i 


(CH2)3F I 


\J 


0 


5-8 


» 

Cl i 


"'ci'T' 


H 


(CH2)3F [ 


LI 


0 


5-9 


ci 


Cl 1 


H 




H 


H 


5-10 


Ci 


r : 


V_^ri3 : 




C6CH3 


ri 


5-11 


: j 


r : 


v^xi3 : 


(CH,iF i 


iienzoyi ^ 


H 


5-12 
5-13 




Cl i 


F ! 


CH3 




CH3 


CH, 


a '* 


F j' 


CH3 \ 




COOCH3 


H 


5-14 




F 


Crl3 • 




rONHCH^ 


H 


J- 1 J) 


Cl 


Cl i 


CH2C=CH 


■■■ (ciSjjjF = 


H 


H 


5-16 


"**"ci 


Cl j 


CH{CH3)2 




H 


*H 


5-17 


ci 


F [ 


CH2C=CH 


(CHjj,F 


*H 


H 


5-18 


1 ci 


^ F i 


' CH(CH3j2 


(CH,)3F ^ 


H 


H 


5-19 


i CN 


\ F i 


CH3 


(CH,)3F 


benzoyl 


H 


5-20 


i Cl 


1 H 1 


CH3 


(CHj),F 


1 benzoyl 


H 




1 Cl 


\ F 1 


CH3 


1 (CH,),F 


2,4-F2-benzoyi 


H 


*5-22"*' 


T'ci**' 


j F ! 


CH3 


i (CH,),F 


! 4-C2&5-benzoyl 


H 


5-23 


i Cl 


1 F i 


CH3 


i (CH,j3F 


r"3-piienyi-propionyl 


1 H 






] X4-F2-b*e^^^ 
1 2-naphSioyl 


! H 
1 H 


5-24 


i Cl 


F • 


CH2CN 


1 (CHj),F 


5-25 


1 Cl 


■ F 


'CH^CN 


i (CH,),F 


5-26**' 
5:27"" 


1 Cl 


; F 

**""f 


CH3 
CH3 


T""(CH;),F 
T"("CH,)3F 


1 2-napiithoyi 
t 2-naph3ioyi 


2-naphiSoyl 


5-28 


i Cl 


i F 


CH3 


i (CH,)3F 


i benzyioxyacet/i 


i H 



wo 99/21837 



57 



PCT/US98/17197 



TABLE VI 



W 



No. I X 



6-1 i 
63t 



CI 



6-3! 



CI 

ci" 



6-41 CI 



6-5 1 CI 



6-6 i CI 



CI 



CI 



CI 

"cT* 



6-121 
'6-131* 
"6^141' 
"6^151 



CI 



CI 

cf 



Y 



F 



6-7 1 
"6-8T 

■giToT 

'6^iircN"*l f" 



CI 



CI 



CI 



H 



CI 

"f" 



CI 



6-161 CI 



6-171 


CI 1 


6-181 


CI j 


6-191 


CI i 


6-20i 


CI 1 


6-211 


CI i 


'"6^21' 


CI 1 



Ci 

ci" 
cT' 
ci* 
"ci* 
'f" 



w 



OH 

"oiS 



*CHF2 
CHFj* 



OCH3 



CHF, 



OCH3 



OCH, 



OCH3 



CHF2 
....... 

■chf7 
"chf7 

■'cHr* 



0CH3 



0CH3 
"ochT" 

"ocHr 

'"och7 



CHF2 

"CHFr 
'CHiFj* 



CHF, 



OCH3 



H 

"och;" 



HNC{0)C2H5 



6-23] 



CI 



HNC(0)C2H5 
NH2 



CHF2 

"chf7 



CHF, 



CHF, 



H 



CHF2 

"chf7* 

"CHF*r 

*c'hf7 

...... 



H 



CHF, 



H 



CHF, 



H 



CHF, 



CH. 



CH3 



CHp 

"*ch7 



CH3 



CH3 



CH3 

*c*h7 



CH,CH3 



CH3 



CH3 



CH3 



CH3 



CH3 



CH3 



CH3 



R4 



H 



H 



COCH3 



benzoyl 



CH3 



COOCH3 



benzoyl 
benzoyl 



CONHCH3 



benzoyl 



benzoyl 



2,4-difluoro-benzoyl 



2,4-difluoro-benzoyl 



2-naphthoyl 



2-naphthoyl 



2-naphthoyl 



CH3 



CH3 



CH3 



H 



H 



H 



2,4-F2-benzoyl^ 
i-naphthoyl 



R5 



O 

h" 



H 



H 



CH3 



H 



H 



H 



H 



H 



H 



H 



H 



H 



H 

"o 



H 
H* 



O 



H 
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TABLE Vn 



Tip 



No. 




V 


r? 


R. 




R3 1 


R4 1 


R5 


7-1 ' 


ci i 


F j 


C'H*3 




CF, i 


ci i 


0 

4..... 


0 


7-2 


Cl 1 


F i 


CH3 


CH3 


CF3 i 


Cl 1 


H 


H 


7-3 


Cl i 


*F 1 


H 


CH3 


CF3 i 


Cl 1 


H 


H 


7-4 


ci i 


F i 


CH3 


GS3 


CF, ] 


d i 


COCH3 1 


H 


7-5 
7-6 


Cl i 


F i 


CH3 


/ CH3 [ 


CF3 i 


ci i 


iienzoyl 


H 


""ci '"I 


""a**"!*"" 


CH3 


\ CH3 1 


CF3 i 


Cl i 


CH3 


'ch'j 


■ 7-7 


Pel " i 


Cl 1 


CH3 


1 CH3 [ 


CF3 i 


Cl 


COOCH3 


H 
'* H 


7-8 


r*"ci i 
r"'cN"'* 


Cl ] 


CH3 


1 CH3 ] 


CF3 1 


Cl 


COi^H"CH3 ! 


'7-9*'" 


F ]"** 


CH3* 


1 CH3 T" 


CF3 i 


ci 


iienzoyl 


H 


7-10 


r'"ci 


H [ 


CH3 


1 CH3 1 


CF, i 


Cl 


benzoyl 


H 


7-11 


i Cl 


F i 


CH3 


1 CHaCH;''""!'" 


CF3 1 


Cl 


benzoyl ] 


'h 


I'll" 


i Cl 


F ] 


CH3 


1 CH3 1 


0CHF2 1 


Cl 


benzoyl \ 


'h 


TaT' 


i Cl 


1 F i 


CH3 


1 CH3 i 


CF, [ 


Br 


benzoyl \ 


'7-14*" 


X'ci'"' 


y 

i F j 


CH3 


i " J— 

i CH3 : 


CF, i 


Cl 


2-naphSioyi ] 




7-15 * 


T""ci 


1 F r* 


CH'3 


'j CHr 1 


CF, i 


Cl 


ciiinamoyl \ 


H 
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TABLE VIII 




JNO. : 


: 


V 5 


W j 


*^ ^ 


R5 


............. . 

o-l 


'pi t 


F 1 


OH 


0 ! 


0 




■"*ci T 


F j 


OH i 


a \ 


H 


O-i : 


""'{^\ V 






H i 


H 


8-4 j 


r^i : 


17 : 




H 


H 


O C : 






O-z^-TlPTI tvl 

\^— C-— JJW/lll.jr A 


H 




6-0 : 


; 






0 1 


0 


6-/ : 




F 


OCH3 


1 H i 


H 


8-8 1 









2 4-F^-l)enzovl j 


H 




ini 1 




6CH3 


2-naphliioyl i 


H 






F 


0CH3 


1 4-C2H5-benzoyl \ 




oil • 




p' [ 


0CH3 


\ 3-phenyi-propionyi i 




9. H : 
o-iz ■ 








1 2,4^2-benzoyi | 


H 






p i 


ochTc==ch 


t 2,4-F2-i3enzoyi j 


H 


O 1 /I ' 

6-14 : 


-1 




OPH C— PH 


2-naphtiioyl 1 


H 


o-lD i 




F 


och.c=ch 


i-CjHs-benzoyi | 




O 1 /C ! 

8-lo 


Cxi 


r 


OPH P=PH 


: 3-phenyl-propionyl : 




o-l / : 




p 


och.c=ch 


j 2 ,4-F2-i5enzoyi 


a 


O 1 O ' 








1 2,4-F2'"b®^*^y^ 


H 


Q 1 Q : 


PI 


p 


OCHCCH,), 


I 2-naphthoyl 


H 


8-20 1 


CI 


Jr 


: nPH/'PH ^ 
vjv^rn^v_xXj.3^2 


4-P^H^-benzovl 




8-21 I 


oi 
i^l 


F 




3-phenyl-propionyl 


H 






. F 


, 6ch(ch3)2 


i '2,4-F'2-tenzoyi j 


H 


8-23 j 


CI 


! F 


0CH3 




H 




CI 


i F 


0CH3 


1 benzoyl | 


H 


8-25 


CI 


1 ^ 


0CH3 


1 CHj 1 


CH3 


8-26 


Ci 


j F 


\ bcfi^ 


t COOCH3 **" t 


H 


8-27 


CI 


1 F 


i OCH3 


1 CONHCiSa ] 


H 


8-28 


CN 


i ^ 


1 ocii^ 


i benzoyl ] 


H 


8-29"* 


i ci 


1 H 


1 OCH^ 


i benzoyl | 




8-30 


i CI 


i F 


0CH3 


t 4-vinyi-iienzoyl j 


H 


8-31 


i ci 


1 F 


i OCH3 


[ cinnamoyl ] 


H 


8-32 


1 CI 


\ NO2 






0 


'8-33" 


i ci 


H 


H 


1 0 


0 


8-34 


i NO2 








0 


835*" 


: ci 


1 H 


1 H 


"l H 1 


H 
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TABLE IX 



No. 


X \ 


Y j 


W 


R4 1 


..,1 







9-i j"' 


CI i 


F i 


OH i 


0 i 


0 


0 


u 


r* 


Cl i 


F 1 


OH i 


H 


H j 


0 


0 


9-3 [' 
9^ [" 


CI 1 


*"f r' 


OCH3 [ 


6 1 


^ : 


0 


vJ 


"ci I 


"f \ 


OCH3 \ 


H i 


H 


"0 


0 


9-5 r 


Cl j 


F 


OCH3 j 






0 


\ 0 


9^ r 


Cl 1 


F i 


OCH3 1 


benzoyl 


"n i 


0 


9-7 j" 


Cl ! 


F \ 


0CH3 i 


CH3 1 


CH3 i 


0 0 oi 




9-8 i 


Cl i 


F 1 


6CH3 i 


COOCH3 1 

coNHciSr i 


" H i 

H 


j 0 
1 0 


9^ \ 


ci j 


F i 


ocHi ! 


9-10 1 
""'9^11 [' 


CN 1 


F 


0CH3 


benzoyl \ 


H 


0 




"ci ]"* 


'"'h r 


0CH3 


benzoyl 


H 


0 


\ 0 


9^12 r 


'"ci i" 


""h j"' 


H 


0 [ 


0 


0 


1 s 


9-i3 1 


Cl \ 


H I 


H 




H 


0 


i s 


9^14 r 


Cl j 


H 


H 


2-naphthoyl | 
j 2-naphthoyi \ 


H 
H 


i 0 


i s 
1 0 


9-15 1 


Cl j 


F 1 


6CH3 


j 0 


9-16 \ 

9^17 r 


Cl i 


F I 


OCH3 


\ 2,4-F2-benzoyi \ 


H 


i 0 


1 0 


""ci r 


'"'h r* 


H 


\ 0 1 


0 


i 0 


i 0 


9^18 r 


"ci f 


H \ 


H 


i H i 


H 


1 0 


To 


9^19 r 


Cl j 


H 


H 


1 2-naphthoyi j 


H 


0 


1 ^ 
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TABLE X 




No. 


X 


Y 


R 







10-1 


CI 


F 


H 




0 


10-2 


CI 


F 


H 


H 


H 


10-3 


CI 


F 


ch; 




0 


• 10-4 


CI 


F 




H 


H 


io-s"' 


CI 


F 


CH,.....„...^ 


COCH3 


H 


10-6 


CI 


F ' 


CH, 


benzoyl 


H 


................. 


CI 


F 


— m 




......„-,...„ 


10-8 


CI 


F 


.CH, 


COOCH3 




10-9 


CI 


F 


CHj 


CONHCH3 


H 


10-10 


CN 


F 


CH3 .... 


* benzoyl 


H 

.„. 


.................. 


CI 


H 


ch; 


benzoyl 





Z N 



No. 


X 


Y 


W 


R, 




z 


l^l 


CI 


F 




H 


-S- 


N02 


11-2 


CI 


F 





H 


CF, 


N02 


11-3 


CI 


F 


OH 


H 


CF3 


NH2 


n:4 "* 


CI 


F 


OCH3 


H 


CF, 


NH2 


11-5 


CI 


F 


OCH3 


H 


CF3 


NHCH3 


11-6 


CI 


F 


OCH3 


H 


CF3 ... 


NH-2-naphtiioyi 




CI 


F 




H 


CF, 


CI 


ii-8 


CI 


F 


OCH3 


H 





CHjCHaCOOC^^^^ 


11-9 


CI 


F 


OH 


CH3 


CF, 


NO2 


11-10 


CI 


F 


OH 


CH3 


CF, 


NH2 


11-11 


CI 


F 


OCH3 


CH3 


CF, 


NH2 


11-12 


CI 


F 


OCH3 


CH, 


CF, 


NHCH3 


11-13 


CI 


F 




CH, 


CF, 


NH-2-naph3ioyl 


11-14 


CI 


F 


OCH3 


CH, 


CF, 


NO2 


11-15 
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No. i 


X i 


Y j 


14-1*] 


"c\ r 




14-2"1 


*"ci r 


FT 


\ A 1 \ 






14-4 j 


CI 1 


"f"\ 


14-5 1 


CI 


'T"\ 


14-6 i 


CI i 


F j 


14-7*1 


**ci f 


"¥"\ 


14-8 1 


ci j 


"¥"\ 



14-9 i 


ci i 


F 


M-lof 


Cl j 


F 


H-nT " 


ci" \ 


"f" 


14-12! 


ci 


F 
........ 


14-13; 


Cl 




U-iA] 


Cl 




14-151* 


cl *' 





w 

o"ch7 



T' qr i CH3 i CF3 



ocHr* \ Qi i CH3 i CF3 



Qi \ CH3 i CF3 



6CH3 i Qi 



H i " cH^Hfioi i o 1 



H*"i cH^CHCico^c^ i o i o 

H'1 CH^CHCiciDAH^ j ^ ] O 
i (isomer- 1) 



"CH, j CF3 i H i 



"CHjCHaCOiCiHs 
(isomer-2) 



CH3 i CF3 i H 1 



CHjCHClC^ 
(isomer- 1) 



OCH3 



(isomer-2) 
'CH^CHCICO^^^^ 



(isomer- 1) 



CiS"*CHClC02-«-C4H9 



(isomer-2) 



OCH; I 'QT 'i 'CHj i CF3 1 H 



"CHjCHClCOj-n-CsHn 



(isomer- 1) 



CF, 1 H i 



*"OCH3 i 'Ql I CH3 
' 0CH3 t'*QT*'T'CH7T'C^ 



CH2CHClCOr«-QH,3 
(isomer-2) 



■■CH2CHCICO2-1-C4H, 
(isomer- 1) 

"CHjCHC'i^^^^^ 
(isomer-2) 



14-16! 



Cl 



och; t ' QT' t oSrt i^^^^ CH^CHCl^^^^ 

(isomer- 1) 



14-17i 
"14-181* 



Cl 

■"a" 



i F 



*f"1 OCH 



■OCHr*'"1"QT"T"C^^^ CH^CHC^ 

: 1 j \ \ (isonier-2) 
p^......^..„-.|..™... 



\4-l9\ 

"l4-20| 
l4^Tj 
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Cl I'T'I ocHr''"t' T ^^^^ 
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i o I o 
"o 
"o 
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o 

"o 
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cirt h1 aH^Hcico;^n^;Si;^^ i'o 

I i (isomer-2) [ 

cFjIh'I aS;x:HCico;^n^3^^ \"o 

\ \ (isomer- 1) I 



I O 



O 



I o i o 
T'o't* o* 
"o' 



I o 



h1 cF^ac^^ X .0 

H t oSiCHOCOrCS^C 1 O 



(isomer-l) 



O 



H "1 ' " da/^icic6rCT \ o 

\ (isomer-2) i ] 

r qt T'csrTcFir^^^^ cH;cHcic^ FoT'o 



14 91^ Cl ' t '• uctij 1 ^^3 : v^r3 : ax : .r.„r.?.r.:.:.r.:.r.r..^.-T...^. 



14-24! 
14^51" 



"Cl 

"ci" 



(isomer-l) ^ ^ 

i F H ocHr i' Q'T ° 

I i i 1 i i i (isomer-2) \ \ 

T-F-i och: i'QT'lCTrtcF;"'""^ oH^ciSaco^c^c^^ 

' ' * *nr-|'^.aHaoorcH,ai, o cji^ i o j o.. 



Hi'fet' ci' i' "f " i och; i Qi i ch, i cf, 
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CI 


1 F ! 


0CH3 
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CI 
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*14^8i* 
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"'CH3 
"CH3 

"CHj 
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rcH3 
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T*CF3'T**iS"TOT 1 

i cf^T h 'I ch;c(cS^ [ 'o"" 

TCFj'T *H* *! CHjCiCU'Sc^^ 1 O 

Tct^'Th"! cS^iqc^ r o 
*t*aF^1"*H"! CH;c(c:iS;)cio5^^ 

l"cF3**1'''H*'i ciS^(ciS;po6r^ 6 

T icF^'T' h '1 culcicii^)^^^ 1 o ^ 
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o 

**o" 
'o" 
o" 
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CH 
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CH3 
"CH3 

"CH'3 
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1"cF^ 'i***H *1 cH^ciciH^iam^^ 1 o I 
CH2CH20CH3 



o 



T"f "1 och" i" QrY''aS7T'cF3 j h j 



0CH3 i Ql 

"OCHj" 1' Ql" 



CH3 

"CH'3 
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"15-8"*' 
' "i'5-9 ' 



ci 

'ci'* 

"ci" 
"ci" 
* ci" 
"ci* 
*ci 
"cT 
""ci' 
""ci 



w 
"0CH3' 



CH3 



F 

"f" 



OCH, 



CH3 



OCH3 



CH3 



OCH, 



"'F ! 


OCH3 


F i 


OCH3 


F i 


OCH3 



0CH3 



15-11 

"'l"5"l'2" 
"15-13* 



CI 

'ci* 
'ci* 



"15-14 i CI 



15-15 



CI 

"ci" 



F 

"f" 
"f" 

'f* 
"f" 



0CH3 
"I ocnr 
1 0CH3" 
1 0CH3 
1 0CH3 
"1 0CH3 

"j OCH^"" 
1 OCH^ 



CH3 

"CH3" 

"CH3" 

"csr 
"cH'r 

"CH3" 



R2 
"CF3 

"CF3 
CF3 

**CF3 



R4 



R9 



NH, 



"c-C^s-ca^b^ 
benzoyi-NH- 

""*2*,*4-F2-bei^^^^ 



H 

"h" 
*h" 



CF3 
*CF3 



*"2^naph^oyl-m 
"eSoxycarbonyl-NH- 



H 

**H* 
"H* 



O 

"o" 
"6* 
**o' 

"o 
"o 



o 

"o 

"6" 

'o" 

"6* 

"o* 



CF, 



phenoxycarbonyi-NH- i.....??....i.....9..-.i.....9... 



CF3 
CF3 



"i&7c;*oc(65^^ 



H 



H 



CH3 



CF3 



CH3 
"CH3" 



CF3 
CF3 



"H2C=CHCH=N- 

"iSjCciiaHjFN- 



H 



o 



H 

"h* 



"H3C0CH2C(CH3)-N. 



H 



o 

"o" 
"6" 



o 

"o" 
"6" 



15-17 



CI 



0CH3 



"l'5-i"8 I CI 



0CH3 



CH3 

"CH'3" 



CF3 
CF3 
CF3 
'CF3 
CF3 



H3CS ■CH2^^^^ 

*PhCH2CH=i^*- 

pi^CH(CH^)CH^^ 



ca 



H 

"fi" 
"h" 
"h' 



o 

**6" 

**o* 

*6" 



o 

"o" 

"0* 

"*o* 

**o" 



15-19 i 


Cl j 


i- 

F j 


OCH3 


1 CH3 


CF3 j 


OCT"" 


\ ^ 


0 j 

1 "o"T 


0 


"15^0"**T 

"151^1 T 


'ci '" 

"ci"" 


F j 


"oc:'h3**' 

*0CH3"" 


i CH3 


1 CF3 


2;4.F2-piiciS=^^ 


"T*"'h**" 


"0 


F j 


! CH3 


i" CF3 


FVcC(aF3)=N- 


\ H 


r"o"*T 


"*o"" 


'"ci"" 


F i 


0CH3 


i CH3 


i CF3 


i *2-naphtiSyi-CiS==i>j- 


1 H 


i 0 i 


0 



wo 99/21837 



66 



PCT/US98/17197 



TABLE XVI 




No, 



16-1 



16-2 



16-3 

16:4* 
............ 

16-6" 
16:7*' 



16-8 
'16^*9 ' 
16-iO' 

■■16-12*' 
"16-13* 



CI 



CI 

cT* 



Cl 



CI 

"ci" 



Cl 



16-14 



Cl 
*C*1** 

"ci" 

CN*' 

"ci* 
*"'ci ' 



Cl 



Cl 



Cl 

ci' 



Cl 



Cl 

........ 

**f" 

" "f " 
"f * 

*F ' 

"h" 
'f' 



w 



R2 



H 



CH, 



CF3 



H 
*H* 



H 



H 

OCHr 
OCHr 

"ocHr 
"ocHr 

'6CH3'* 

'6cH*r 



0CH3 

OCHr 

6CH3*' 



CH3 

ch7 
ch;" 



CH3 
chJ 

'cHr 
"cHr 

...... 

'chT 

'CH*' 



CH3 



CH3 

*CH^' 



CF3 
CF3 
CF3 



CF, 



CF3 
CF3 
CF3 



CF3 
CF3 
CF, 



CF, 



CF3 
"CF3 



R4 



H 



2,4-F2-benzyl 
2,4-F2-benzoyl 



2-naphthoyl 



H 



2-naphthoyl 
2-naphtiioyl 
2-naphiiioyl 



2-naphthoyl 
COi^-phe^^^^ 
COKSCH3 



O i O 

*o"T'o 

o r**o" 

"O *i "O " 



O 

'o' 



2-naphthoyl 
■CH2-2-nap^ 



O 

"s" 
"6' 
'o' 
*o* 

"0* 



o 
*o* 

"o" 



i O 

..I ♦ 

i O 1 O 



S 

*o" 

2^ 
o 

"6" 
'0' 



TABLE XVn 



X 

w 




17-6 



17-7 



17-8 



17-9 



i7-in 



No. 


\ X 


i Y 


W 




R2 1 


R4 


i Rs 1 


R9 


17-1 
17-2*' 


1 Cl 

rcr* 


i F 


[ *OCH*3 


i CH3 i 


CF3 \ 


methyl 


1 0 : 


6 




\ OCH3 


"i"''CH3''l 


"CF3 1 


isopropyl 


i 0 


0 


17-3 


\ Cl 


i F 


OCH3 


1 CH3 ] 


CF3 j 


benzyl 


i 0 


0 


17-4 


1 ci 




i F 


OCH3 


'T CH3 1 


CF3 i 


i-napiiSiyl 
* ' 2-hySoxyet^^^ 


i 0 
To*' 


i 0 

I'o"' 


17-5 


i Cl 


1 F 


OCH3 


1 CH3 1 


CF3 • 



Cl 



0CH3 



CH3 



CP, 



Cl 



CN 



Cl 



F 

'f* 

"h* 



0CH3 

"OCHj" 



CH3 
"CHj* 



OCH, 



CH3 



Cl 



OCH,CH, 1 CH3 



CF3 
"CF3 



benzyl 
benzyl 
benzyl 



i S 1 O 

ToTo 



CF3 



benzyl 



O 



CF3 



benzyl 



wo 99/21837 PCTAJS98/17197 

67 

Table XVIII lists some of the characterization data for a few representative compounds of 
this invention. 

TABLE XVIII 

^ 'H NMR data 

= NMR (CDCI3, 3^^^^^^ 



icDCij+CDjOD 



1:2 KDMSO^d^p^O (2H:^ s), 8.12 (IH^d, J=?:2Hz) 

••1:3 fcDa'3+CD'30Dg^^^^^ 



1:4 i3:57 (3H; br q; J=i"2 H^^^^^ (IH, s), 6.66 (IH, d, J=9.4 



i Hz) 



Ye r57 (3H q: J=i:rH (IH, d, J=8.0 Hz), 10-57 (lH, br) 

1:7 B"52(3H qfj^a^^ 6.32(_lH,s),6£9^^^^^^ 
B"48 (3H' 8)74:9^^^ s), 6.69 (iH, d, 1=9.0 Hz) 



1:9 i(Acetone:dJ^^^^^ 

i "l0" i3"52 (3H s), 4.63 (2H, br s), 6.66 (IH, d J=^^ 

rn i2"74(6Hrs)^^^ 

r:r2"l4:o5(3Esx (i^, sj, 7.52 al, a, j=8.6 h^^^ 



"irif "B'-frpHrs)? br s), '6.21 (IH, s), 6.56 (IH, d^^^^^^^^^^^ 

i:T4"ir4f(3Em)r4:0^^ 

•Y:iT iri5 (3CmX'3 (2H, m), 6.48 (IH, s), 6.55 (lH, m) 



"T:r6 ' icDCT3+CD^^ i ^z). 6.36 (IH, s), 6.61 (1^^^^^^^^ „ 

•Y:r7i3"57m^ 

T:r8"l3:5T(^^ s)' 6-3^ ^-^^ ^ 

; Hz) 

br s), 4.7 (2H, d, J=2.4 Hz), 6.35 

I (IH, s), 6.65 (IH, d, H^^ 



TW'tsim^ j=4.4, 1.9Hz). 6.28 

i dt J=15 7, 1.9Hz), 6.65 (IH, d, J=9.3Hz), 7.01 (IH, dt, 1=15,7, 4.4Hz^^ 

• irfi" •ir "eS-l ■9T(^^ 4.8 (IH, m), 6.34 (IH, s), 6.65 (IH, d. 



i J=9.6 Hz) 



■ 1:22 is Jii' (3 (2H, s), 6.34 (IH, s), 6.69 (IH, d, J=9.4 

i Hz), 7.3-7.5 (5H, m) 

g 38 (iH, s), 6.78 (IH, d, J=9.2 Hz), 7.22 

i (IH, m), 8.36 (2H, m) 

■i:30"t:52(3H:brq:m^ 

i:3r "i2;87 (3H:'^T96 (3H (3H, s), 6.30 (IH, s), 6.86 (IH, d, J=8.9 
i Hz), 7.68 (IH, s) 



i32""lr;8374H:iio: 3:2r(4^ s), 6.86 (m, d, 

i J=8.9 Hz) 



i3rir2773H:u=7Ti^^ 

1:34 ■•ii:26"(3H:T J^T (3H, s). 6.35 (IH, s), 7.70 (IH, d, 

j J=8.5 Hz) 



i:36i2 4073H:d:j^TlHz^ 
■j:^j "^:22lm:T^ (IH, s). 6.74 (IH, d, J=9.4 Hz) 
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1-38 p.57 (3H, d, J=l.l Hz), 4.17 (2H, br s), 6.37 (IH, s), 6.50 (IH, t, J=74.0 Hz), 6.72 (IH, 

i d, J=9.1 Hz) 



T:M"k:56 (W:dJ^\J'^ s), 7.07 (I H , d, J=8.7 Hz) 



i:4i |3:54 (3H:d: J=riHz^^^^^^^^ m), 7.00(1H, dd J=7.9, 1.5Hz), 7.26 (IH, 

1 td, J=7.7, 1 .5Hz), 7.85 (2H, br s) 

.^^ (IH, dd, J=7.9, 1.4Hz), 7.66 (IH, td, J=7.9, 

i 1 4Hz), 7.79 (IH, td, J=7.9, 1.4Hz), 8.27 (IH, dd, J=7.9, 1.4Hz) 

• i:43i3:56 (3H; a: PilH^ d, J=8.2Hz), 8.05 (IH. dd, J=8.2, 

! 1 .8Hz), 8.54(1H, d, J=l .8Hz) : 

••i:44""3:"57 (3H; d 639 (IH, s), 7.13 (3H,.m) 

i:4j"i3"58""(3Hr^ s), 7.87 (IH, s), 10.61 aH, bj: s) 



iii46 "l3:55 (3H; d:P^ m), 7.77 (IH, dd, J=2.1, 

i 1.0Hz) 



3)^ 631 (lH, s), 6.88 (m 

■ra^^^^ (3H, d, J=l.lHz). 3.64 (2H, br s), 

1 4 22 (2H m), 4.70 (IH, q, J=6.8Hz), 6.36 (IH, s), 6.38 (2H, m), 6.88 (IH, d. 



(3H, d, J=1.0Hz), 4.26 (2H, m). 4.82 

i (IH, q, J=6.8Hz), 6.36 (IH, s), 7.25 (2H, m), 7.74 (lH, m) 

irso" "BTsya^^^^^^ j=71.1Hz), 7.37 (IH, dd, J=9.3, 

i 2.7Hz), 7.85 (IH, dd, J^2.7, 2.5^ 



1:51 tA9(ykTj^i:Gm:'6^^ 

._....,„...„.„..^.^.^^^^ J=8.2Hz), 8.04 (IH, dd, J=8.2, 



i 1.6Hz),8.53 (lH,m) 



1:53 ir:2Ta:fe j^-^^ 



ft J=6SU.i 3.57 (3H; m), 4:il (ik! m), 4.22 (2H, m), 4.35 (O-SH d,^.4Hz), 4.43 
I (0.5H, d, J=7.1Hz), 6.36 (0.5H, s), 6.38 (0.5H, s), 6.49 (IH, m), 6.62 (IH, dd, J=9.1, 



1 (0.5H, 

..„_.l|OHz)^^ 



i d J=6 9Hz), 3.55 (3H,' m), 3.82 (1.5H, s), 3.86 (1.5H, s), 4.0-4.4 (4H, m), 6.36 (IH, 
i sj, 6.76 (0.5H, d, J;=9. IHz^ 



l"56i4"#(^^^^^^ 

i::5rWjfm:^:'^-6^(M:^ s), 4.87 (2H, s), 5.28 (2H, br s), 6.17 (IH, s), 6.52 (IH, d. 



i:5diy|iAJ=7T^^ 

" 4.82 (2H, br s), 6.35 (IH, s), 6 



i:60ii:27(3H:tj=^^^^^ 

i s), 4.20 (2H, q, J=7.1 Hz), 4.73 (IH, m), 6.346(0.5H, s), 6.355(0.5H. s), 6.61 (IH, d, 

i 6.32 (IH, s), 6.62 (lH,j^ 

1- 



•62" ■■^l i'6T3H t" J=7^^ Hz), 3.57 (3H q, 

f jl^ r H^ 4.03 (2H; q, J=7:i Hz), 4.14 (IH, br s), 6.35 (IH, s), 6.63 (IH, d, J=9.4 
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1-63 11.35 (6H, d, J=6.2 Hz), 3.55 (3H, q, J=1.2 Hz), 3.95 (2H, br s), 4.50 (IH, q, J= 6.2 Hz), 
I 6.34 (IH, s), 6.66 (IH, d, J=9.4 Hz) 

i:64"1r:06 (3H^^^^^^ d, J=6.2 Hz), 3.57 (3H, q, 1=1.2 Hz), 3.83 (2H, br s), 

1 4.52 (IH, q, J= 6.2 Hz), 6.35 (IH, s), 6.70 (IH, d, J=9.3 Hz) 

j=8.4Hz), iO.'75(lH, 

i broad) 

■l-67"l3"56(m,'''s^^^^ 

....._.^.„ 7.64(1H, 2d, J=1.7Hz. 8.7Hz), 8.13(1H, 

ld,J=1.7Hz) 

...„.„....,„......^_^^ sj, iliaH. broa^^^^ 

■ 1":76"'16:260E' s^^^^ 

1:71 i3 '56(3E 5)741^^^^ s), 6.59(16, d, J=8.7Hz), 6.85(1H, d, J=8.7H^^^^ 

•••1:72 ••13"56(3^^^^^ d, J=8.7Hz), 6.87(iH, d, J=8.7Hz) _ _ 

7.01(lH,'2d,M.'4Hz,6£^^^^ 

••■2:1" {2:04 (3Hrs):i57 (3H:1^^ PH, s), 6.30 (IH, s), 7.22 (IH, d, J=9.6 

I Hz) 

••••2:2""l2:29 (3 3.78 (3H, s), 6.3 (IH, s), 7.42 (IH, d, J=8.8 

1 Hz) 

•••2:3 t;r4 (9H7s),"3:56 6.29 (IH, s), 7.19 (IH, d, J=9.0 Hz), 7.61 (IH, 

i br s) 

sj, 5.'70-5.79 (2H, m), 6.26 (IH, s), 6.40-6.55 (4H, 

i m), 7.42 (IH, d, J=8.7 Hz) 

••••2-?"1r:'95 (3^ sj, 5A5 (IH, s), 5.70 (IH, s), 6.27 (IH, s), 7.20 

i (IH, d, J=9.0 Hz), 7.62 (IH, br s) 

■■■ j:^- "Y^ br sj, '3.79 (3H, s), 5.46 (2H, s), 5.64 (IH, s), 5.66 

I (IH, s), 6.27 (IH, s), 7.30 (IH, d, J=8.8 Hz) 

■■■2:;j-" Y^ br sj, 3.82 (3H, sj, 5.66 (IH, br s), 6.27 (IH, s), 

I 7.17 (IH, d, J=9.0 Hz), 7.23 (IH, br s) 

•2:8 ilTsS (6H; mj; 2:i2 J=1.0 Hz), 3.77 (3H, s), 5.91 (IH, m), 5.98 

I (IH, m), 6.25 (IH, s), 7.34 (IH, d, J=8.7 Hz) 

2-9 tciDa3+CD^^^^^ sj, 6.16 (IH, sj, 7.37 (IH, d, J=8;9 Hz) 

■■■2:"f0 'l3:54 (3Hrb sj, '7.32 (IH, d, J=9.0 Hz) 

••■2:ir1(CDa,+^^^^ (2H, sj, 635 (IH, sj, 7f 4 (IH, 4 ^^^^ 

■ JTT'tcD&^+C^^ sj, ■7.37 (IH, d, J=8.8 Hz) 

j^2j|^ ^ tj- ( j 7.25 OH, d, J=9^^^^^^ 
...„.„...„.....„...„.„..„...^...._ ^-jjj^ g 39 jr^^ 7 53 (iH, d, J=9.3 

I Hz), 9.03 (IH, m) 

"riS 13:56 (3H; sX s), 7.24 (IH, d, J=9.0 Hz), 9.00 (IH, 

Is) 

...„.„...„.....|„...„.„.....^.^...._ 3 42 (2H, s), 3.57 (3H, br s), 4.04 (2H, 

I s) 4.10-4.30 (4H, m), 6.40 (IH, s), 7.33 (IH, d, J=9.8 Hz), 8.07 (1H,£) 

•2:1 7 "15:95 (2H7^^^^ (3H, s), 6.'37 (IH. s), 7.22 (IH, d, 

i J=9.0Hz), 7.92 (IH, br s), 8.41 (IH, br, s) 

■■2-r8" l6'."70-L (iH, mj, l54 (SH, br s), 3.75 (3H, s), 6.35 (IH 

i s), 7.38 (IH, d, J=8.6 Hz) 

■ - (3H, s), 3.82 (3H, s), 6.34 (IH, s), 7.17 

j (IH, d, J=9.0 Hz), 7.68 (3H, s) ^ 



wo 99/21837 PCT/US98/17197 

70 

2-20 11.20 (lOH, m), 1.70 (lOH, m), 2.50 (2H, m), 3.50 (3H, s), 3.68 (3H, s), 6.31 (IH, s), 

I 7.36 (IH, m) — 

Xii p:37 (3E s)73:44 (3^ s), 4.18 (3H, s), 6.33 (IH, s), 7.43 (IH, d, J=8.8 

i Hz) 



(3Hrs)7B5' (3H7s^^^^^^^ 6.48 (IH, br s), 7.29 (IH, d, 

J=8.8 Hz) 



""2:22' i3:52 (3H ^^'^ '^'^ '^'^^ 

i m), 7.53 (2H, m), 8.02 (IH, s) 



2^"i2 42 (3H:s):T^^^^ (IH, d, J=9.0 Hz), 7.26 (2H, 

1 d, J=7.8 Hz), 7.67 (2H, d,J=7.8 Hz), 7.91 (IH, s) 



■T25"t:^(m;^ s), 7.10 (4H, d, J=7.9 Hz), 7.26 

i (IH, d, J=9.0 Hz)J.73 (4H^ 



•2:26 "fe"40S^ (IH, s), 6.55 (IH, br s), 7.18 

i (IH d, J=8.9 Hz), 7.25 (2H, d, J=8.3 Hz), .7.68 (2^ 



■YrrfiemTWlJ^^ s), 3.83 (3H, s), 6.23 (IH, s), 

i 7 21 (IH d J=9.0 Hz), 7.29 (2H: d, J=8.2 Hz), 7.70 (2H, d, J=8.2 Hz),7,86 (m^^^^^^^^^ 
•T28 ■ 26 P br s), 4.78 (2H, s), 6.25 (IH, 

I s), 7.28 (3H, m), 7.73 (2H, m), 7.84 (IH, br s) 

.._.i„...„^^^ 2.64 (4H, m), 3.53 (3H. br s), 3.83 (3H, s), 6.23 

^ OH s) 7 21 (IH, d, J=9.3 Hz), 7.27 (4H, m), 7.70 (2H, m), 8.00 (2H, m^^ 

■T30 "ii 3 (IH' ^-^^ ^2"' ^' ^^^-^ 

\ Hz), 7.73 (2H, d, J^8.6 H2O, 7 



-•^-vr - W-T j V J=17.6 Hz), 6.78 (IH, 

f ^ ?=llt 10.9 HzXlil im, d. J=9.0 Hz), 7.49 (2H, d, J=8.2 Hz), 7.75 (IH, d. 



i J=8.2 Hz), 8.01 (IH, br s) 



2:32 "t 3T GH:iT32(^ s), 7.19(1H, d, 

hiiYHL)N.22(lH:d, J=7.8Hz),7.50(lH,dd, J=7.8, 1.7 Hz), 7.56 (IH, br s), 

i 7 89 (2H, d, J=8.3 Hz), 7.92 (IH, br s) ..... 

jy^^ - f ;^^:^ d, J=9.3 Hz), 7.72 (4H, m), 7.94 

•T3ri3 56(Mrd:^^^ 

I 7.52 (2H, d, J=8.3 Hz), 7. 79 ( 2H, d, J=8.3 H z), 7. 91 (I H, br s) 



•23r 3:53 (3H:s): W(3H^^^^^ d, J=9.0 Hz), 7.45 (3H, m), 7.63 (4H, 

1 m), 7.84 (2H, d, J=8.2 Hz), 8.13 (IH, s) 

•2:38 '13"'32 (3H''" s), 7.52 (15H, m), 7.95 (4H, rn) _ 

..„.„_..:.;..^^ (2H, m), 7.24 (IH, d, J=9.1 Hz), 

I 7.54 (IH, m), 7.92, (lH, niO^ 8.43 0 



•T40- -feTOH:t^^^^ j=9.1 Hz), 7.79 

"2:41 \^m:-^^:j^:ni):^^^ 

^ Hz) 7 36 (IH, m), 7.63 (IH, m), 8.29 (IH, d, J=ll.l Hz) 

T42 "t56^:h^^ «^>' "^-25 (IH, d, J=9 Hz), 7.97 

i (IH, m), 8.37 (IH, br d, J=13.3 Hz) ^ . 
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2-43 3.44 (3H, br s), 3.96 (3H, s), 6.24 (IH, s), 6.64 (2H, m), 6.86 (2H, m), 7.35 (IH, d, J=8.8 

i Hz), 7.78 (2H, m) 

••2:44 " pTss O (^H, m), 7.23 (IH, d, 5=9 Hz), 7.96 (IH, m), 8.46 (IH, 

1 m) - 

6.36 (lH,s), 6.9-7.15 (4H, m), 7.77 (IH, d, J=9.1 

I Hz), 7.7-7.9 (2H, m) .. 

•T46""B:52 (m^^ m), 6.95 (IH, s). 7.39 (IH, d, J=8.9 Hz), 8.03 

j (IH, m), 8.56 (IH, m) . 

6.93 (2H, m), 7.25 (IH, d, J=8.9 Hz), 7.39 

I (IH, m), 8.03 (IH, br s). 



,.._....4„...^.^.._^^^ s), 7.24 (IH, d, J=9.1 Hz), 7.25 

i (lH,m), 7.54 an, nO, 7.65 (1^ 



2^49 13:39 (3H; bfs): 3:7^ «^)' 7-34 (IH, d, J=8.8 Hz), 

i 7.60-8.00 (4H, m) 

2:56""i3:54 s), 7.01 (IH. m), 7.25 (IH, d, J=9.3 Hz), 7.31 

I (2H, m), 8.28 (IH, s) 



•2:5 i is' 43 (3C br s),' 3 :7 i 5 (IH, s), 6.95-7.75 gH, m) 

s), 7.26 (IH, d, J=9.0 Hz), 7.35 (IH, 

i ddd J=8.6, 6.1, 2.5 Hz), 7.42 (2H, m), 7.52 (IH, dd, J=7.4, 1 ,2 M..Z;.?lffi'...^I?.> 

••2:54"l3" 53 t3^ (IH, d, J=9.0 Hz), 7.39 (IH, dd, J=7.8, 7.9 

1 Hz), 7.53 (IH, m), 7.62 (IH, m), 7.77 (IH, m), 8.06 (IH, br s) 



2r55"l3"36(3H;sX 

J=9.0 Hz), 7.44 (2H, d, J=8.7 Hz), 

I 7.72 (2H, d, J=8.7 Hz), 7.92 (IH, s) 

■^:iiT"WW(Vr^:^^^^ ( I H, s), 7.34 (5H, m), 7.80 (4H, m) 



2:58 l3-56 (3H:d^^^ s). 7.27 (IH, d, J=9.0 Hz), 7.31 (IH, dd, 

I J=8.1, 1.9 Hz), 7.47 (2H, m), 7.92 (IH, br s) ...... 

•2:59 i3"55T3H^^ (1^- 7.25 (IH, d, J=9.1 Hz), 7.54 (IH, d, 

\ J=8 3 Hz), 7.60 (IH, dd, J=8.3, 2.0 Hz), 7.88 (IH, br s), 7,89 OH^^^ 

d, J=9.0 Hz), 7.34 (2H, m), 7.65- 

i 7.75 (2H, m), 7.92-8.25 (4H, m) 

2:61 i3:5TOHr^:3:82 (3a ^ (in, d, J=9.0 Hz), 7.61 (4H, m), 7.95 (IH, 



i s) 



2:^2i3:33i3Hr^:3:8o (3a "^-^^ '^•'^^ 



i m) 



...„_ (IH, s), 6.95 (2H,d, J=8.8 Hz), 

\ 7 21 (IH, d, J=9.1 Hz), 7.75 (2H, d, J=8.8 Hz), 7.78 (IH, br. s) 

•■2:64 iO^^^^^^^^ s), 4.06 (2H, q, J=7.0 Hz), 6 22 (IH, s). 

i 6 90 (2i d, J=9.0 Hz), 7.20 (IH, d, J=9.0 Hz), 7.73 (2H, d, 1=9,^^^^^^^^^^ 

• 2:66 ""l3"55 (3a ^^^^ s), 7.25 (IH, d, J=9.1 Hz), 7.51 (2H, d, 

i J=8.6 Hz), 7.85 (2H, d, J=8.6 Hz), 7.88 (IH, br s) .... ... 

• 2:6f •t:85 (3H:"s):6:22 (Ta (2a d, J=8.4 Hz), 7.85 (2H, d, 
I J=8.4 Hz), 7.96 (IH, br s) 



■■^■■■^ jQ^^ 8.06 (4a m), 8.25 



i (4H, m) 



T70 ""feoT3a"br sX ^■^'^ ^'^^ 

i (IH, m), 9.91 (lH,brs) 

• Wf 3H:s^^^^^^^ d, J=8.8 Hz), 7.92 (4a m) 
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2-72 3.54 (3H, s), 3.83 pH. s), 6.24 (1^ 



••233"l3"'54 (3Hrb^^^^ s), 6.85 (IH, d, J=7.8 Hz). 7.21 

i (IH, d, J=8.8 Hz), 7.25-7.34 (^^^^^^ 



T74 ^52 (3H; s):T84 Hz), 7.50 (4H, m), 7.90 (3H, 

1 m), 8.20 (IH, br js) 



irfs'-'pT ^^'^ ^-^^ ^-^^ 

(IH, s) 



2-77 



7.80-8.05 (5H,.m), 8.38 



(IH, s) 



3 STPC^^^^^^^^ Hz), 7.50-7.60 (3H, m). 



i 7.80-7.85 (4H, m), 8.07 (IH,^^^^^^^^ 



Tfr 1 56 Ws):3:86 "^-^^ ^^-^ 

\ Hz), 7.39 (4H, m), 7.50 



Hz), 6.84-6.94 C3H, m) 
I 7 22 (m, d, J=9.0 Hi, 7.36 (IH, br s), 7.48 (IH, q, J=7.7 Hz), 7.67 (IH, d, J=15.7 



I (4H, m), 7.33 (IH, br sO, 7.^^ 



2:81 QHra: j=r3 H^: 3:^ s), 7.20 (in, d, 

i J=9.1 Hz), 7.36 (5H, m), 7.66 (1]^ 



■2 '82" i3l?773Hl^f 8)73:8^ d. J=15.6 Hz), 7.16 (IH, d, J=9.0 
f Hz) 7 28 (2H, m), 7 40 (IH, dd, J=7.9, 1.6 Hz). 7.53 (IH, dd. J=7.4, 1.6 Hz), 7.67 
I (IH, br s), 7.98 an, d, J=15.6 H^ •:r:r^~^"^i^r7iW"T-i-iT-' 



irp is- 56 (3H^^^ d, J=15.6 Hz), 7.18 (IH, d J=9, 

Hz), 7.54 (2H, d, J=8.6 Hz), 7.40 (2H, d. J=8.6 Hz), 7.55 (IH. d. J=15.6 Hz), 7.59 



drj=9.o 

;2H, d, J=8.6 Hz), 7.40 (2H, d, J=8.6 Hz), 7.55 (IH. d. J=15.6 Hz) 
I (2H, d, J=8.7 Hz), 7.19 (IH, d, J=9.0 Hz), 7.35 (IH, br s), 7.45 (2H, d, J-8.7 Hz), 



i 7.58 (IH, d, J=15;i_H?0L 



T86"fe6om'q:'^^ ^-^^ 



2:8rir90(2H:s: j^^^^^ ^-^ ^' 

\ J=0.7 Hz), 3.84 (3H, s), 6.28 (IH, sO^ 



Tsg-kMisCt'O^ (IH, d, J=9.0 

i Hz), 7.4 (5H, m), 8.55( IH, s) tt - v- ■•;; -2"T o u " •^ 

■■2 Wi3-56T3H s)> 6.26 (IH, s), 6.55 (IH, dd, J=3.6, 1.8 Hz), 7 17 

f (Ih! %U 0.5 Hi), 7.22 (IH, d, J=9.1 Hz), 7.54 (IH, dd, J=1.8, 0.5 Hz), 8.18 
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2-92 3 56 (3H. d, J=0.8 Hz), 3.8 5 (3H, s), 6.28 (IH, s), 6.39 (IH, d, J=15.2 Hz), 6.48 (IH, 
1 dd, J=3.4, 1.8 Hz), 6.60 (IH, d, J=3.4 Hz), 7.19 (IH, d, J=9.0 Hz), 7.34 (IH. br s), 
I 7.40 (IH, d, J=15.2 Hz), 7.48 



21:93 (3:45 (in: s):3:66 (3H:sX ISO (2 m), 7.55 (IH, br s) 



n^)^ 7.20 (IH, d, J-9.0 

i Hz), 7.36 (IH, mO, 7;^5 (IH, s) 



2:95 " k45l3H: sXT47^ m), 7.13 (IH, d, J=9.0 

^ Hz) 7 32 (IH, m), 7.63 (IH, s) 

W"k4U6H;i):i^^^^ (2H, m), 7.24 (IH, d, J=9.0 
1 Hz), 7.39 (2H, m) — .. _ 



2-100 i3.42 (3H, q, J=1.0 Hz), J./y (.Jn, s), o.ix yin, a^, 

i J=8 0 Hz), 7.39 (IH, d, J=8.0 Hz), 8.15 (IH, dd, J=8.0, : 
i 2 2 Hz), 8.77 (IH, d, J=2.2 Hz), 8.91 (IH, d, J=2.2 Hz) 



2:162 "|cDC1;kS)^ br s), 6.33 (IH, s), 6.82 (IH, t, J=5.U tiz), /.z ^in, a, .-0.0 

2:T6rlOTOTfg^ 
2:T64i3^1i^:^|H!l^ 

i m), 8.17£2H. iiO, 8 . 33 ( IH, m), 1 0 .0 5 (IH, s) 



iziTork (3H:i;f s^^^^ ^-^^ '-^^ 

i (2H, m), 9.60 (IH, s), 10.12 (IH, s) K" n TryTU "A -r-^^^ 

2:T66"fejd; q:J^e^^ s), 6.27 (IH, s), 6.95 (2H, m), 7.41 (IH, d, J=8.7 Hz), 



2:otIi3St:6h^^ 

i dd J=5 0, 3.6 Hz), 7.20 (IH, d, J=9.0 Hz), 7.25 (IH, d, J=3.6 Hz), 7.27 (IH, br s), 
1 7.38 (IH^d, J=5.0 Hz), 7.75 



2-1 14 k^l (k:^:ii^6:9 Hz): 6:40 (m^^^^^^ (^h, m), 7.70- 

i 7.8e(lH, m), 7.8a;;8.0 (3H, 



TisfiAm'T^ (IH, d, J=8.8 Hz), 

f ^5(^5^5 ii^m), 7:70-7.82 (IH, m), 7.85-7.95 (3H, m), 8.07 (IH, br s), 8.29 (IH, br 



2:iirfe(3H:sX2:i4P 

2:inPlg^ 

2:ii8li^^M;fl^7:rH^ 

50(iHrbrs)' 




2-121 



7.20-730 

J \Hin., iiij, yj.-^i v'--^'-' ■ ^ 
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2-122 [2-33 (3H. s), 3.49 (3H, d, J=0.9 Hz). 6.24 (IH, s), 7.34 (IH. d, J=9.1 Hz), 7.50-7.62 
i (2H, m), 7.75-7.95 (5H, m),^ 8^ 



2:u3f2Sm^sj:J:54 Hz). 7.20-7.50 (6H, m). 

i 7.63 (IH. d, J=15^ Hz) 



.„....„._^^^^ 7.20(2H, m). 7.47(1H. 



br s) 



2:T25i3:57 (3Hrs):3:87 (3H^ 7.1-7.5 (5H, m). 7.72 

1 (IH, d, J=15.7Hz) 



.„...„.„.„...;w„._ 6.32 (IH, d, J=15.6Hz), 7.1 1 (IH, br d, 

i J=8 8Hz). 7.4-7.6 (4H, m), 7.95 (2H, m) 

2 T2T"k '56 "T (IH, s), 6.64 (IH, d, J=15.7Hz), 6 95 

f (2H, m). 7 19 (IH, d, j4.0Hz), 7.35 (2H, m), 7.46 (IH. dd, J=7.6, 1.4Hz), 7.88 
(lH!d,J=l 5.7Hz) 



Tlizrt 59 (3HrsX '^•^^ '^■^^ 

\ (2H, d, J^S.lHz). 7 .37 (IH. br s). 7.72 (IH. d, J= 15,9Hz) .. 



2:i2rtr28i3H:^2:« 3.56 (3H, s), 3.73 (3H. s) 

i 6.26 (IH. s), 7.1 U5H, m), Z:35 



r -r.^-^- W-5-373H (IH. s). 6.40 (IH. d. 

f £ 5^5; 7^9 (2H; br s), 7.20 (IH, d. J=9.0Hz). 7.33 (IH, br s), 7.35 (IH, s), 7.90 
i (IH, d, J=i5.4Hz) 



Ym'^54im'Ti^i:o^ (ih. dd, j=8.6, 

f 2 mz)^X60 (2H, m), 7.77 (IH, dd, J=8.6. 1.8Hz). 7.88 (3H, m), 7.98 (IH, br s), 8.01 

•; (IH, d, J=2. IHz), 8.26 (IH, d, J=l .3Hz) ... 

•2 Tsi "te flTSH's^^ 2.81 (2H. t, J=7.8Hz), 3.57 (3H, s), 

f ^73 (^!s), 6.27 (li, s), 6.92 (2H. m). 7.02 (IH. d. J=7.6Hz). 7.12 (IH, br d. 



2-134 3.57 (3H. s), 3.86 (3H, s), 6.28 (irt, s;, o.ou u, j-- 
i 7.35 (4H, m), 7.50 OH, brs), 7.58 (IH, 



2-136 ■3.58-(3H, d, J=1.0Hz), J.yi (irt, S), o.jj (,in, /.^v v"x, «. „ - - v 

; 7 95 (in d J=8 3Hz), 8.14 (IH, s), 8.28 (IH, s) .... 

f s^'^ (IH. ii, 1=8:5, 1.9HZX 7.38 (3H, m), 7.48 (2H, m), 7.70 (IH, d, J=15.5Hz). 



2:T39-ri^3ihrS8a 

\m) 7 93 (2H, dd, J=8.6, 1.7Hz), 8.53(2H, br s) •;;".:;o-7Tu -:5 



•2"r42i3"47"(3H 8.21 (lH,s) ••••"•■•■"•To" — 

r i i lF(iTO^ 6.89 (IH, dd, J=8.9, 2.9Hz) 7^18 

I (inl^ii^Hz). 7.58 (3H, m). 7.79 (IH, dd, J=8.6, 1.7Hz), 7.90 (4H, m), 8.29 (IH, 
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2-144 [3.54 (3H, d, J=1.0Hz), 3.87 (3H. s), 6.25 (IH, s). 7.60 (3H, m), 7.8-8.0 (5H, m), 8.30 

i (IH, br s) 

2:T45 l3:5T(3Cd; sj, 7.12 (IH, dd, J=9.3, 2.2Hz), 7.59 (2H, m), 7.78 

I (IH, dd, J=8.6, 1.8Hz), 7.8-8.0 (5H, m), 8.28 (IH, br s) 

.„.„.„^.„...|„..._ g2 (SH, d, J=6.7Hz), 3.53(3H, s), 

i 4 23 (2H, m), 4.79 (IH, m), 6.35 (IH, s), 6.85 (IH, m), 7.15 (IH, d, J=9.0Hz), 7.5-7.6 
i (3H, m), 7.77(1H, dd, J=8.6, 1.6Hz), 7.89 (4H, m), 8.26 (IH, s)^ 



2-147 1o:8"4 (2H; m^^ d, J=1.0Hz), 6.36 (IH, s), 7.05 

1 (IH, d, J=7.8Hz), 735 an, b^^ 



.„„_^^^ 6.88 (IH, dd, J=10.2, 

i 2.6Hz), 7.59 (2H, m), 7.76 (2H, m), 7.90 



2-14913 "56 (SHrarP^^ (IH, d, J=8.4Hz), 7.6 (3H, m), 7.78 (IH, dd, 
i J=8.6, 1.8Hz), 7.90 (3H, m), 8.09 (IH, br s), 8.28 (2H, s) 



i (IH, s) 



jj^^-^jQjy^^ j^j;^ s), 7.14 (IH, d, J=9.1Hz), 

1 7.2-7.4 (6H, m) 



•2:r52l3""5r(3Csx (IH' '^-^^ ^^H' ^-^ ^-^^ ^^^\ 

Ps) 7 44 (IH, m), 7.55 (IH, m), 7.76 (IH, m), 7.85 (IH, m), 8.58 (IH, s), iq,10 0 
2:153 13"57 (3H: s^ (IH. sj, 7.22 (IH, d, J= 9.0 Hz), 7.23 (IH, 

is) 7 64 (2H, m), 7.91 (IH, m). 7.99 (IH, d, J= 8.7 Hz), 8.22 (lH,.i^^^^^^^ 
.„.„.„.„.„....j^...„^.._.._ g 27 (IH, sj, eli (IH. d, J= 8.8 Hz). 7.21 (2H. 

i m), 7.44 (IH, s), 8.72 (IH, s) -^■■y;^^- 

2:155 "EsilsE sjrS^^^^ (IH, s), 7.20 (IH, d, J= 9.0 Hz), 7.55 (2H, 

i m), 7.81 (4H, m),.i0:15 (IH, s) 



„.._^^^^ s), 7.20 (IH, d, J= 9.0 Hz), 7.41 (IH, 

i m) 7.66 (IH, s), 7.79 (3H, m), 8.15 (IH, s), 8.26 (IH, s) 

2:i57"l3:5F(3H:sj^^^ (IH, d, J= 9.0 Hz), 7.61 (2H, m), 7.78 

I (2H, s), 7.92 (2H, m), 8.04 (IH, s) 

J= 9-0 Hz), 7.42 (IH, m), 7.90 

i (3H, m), 8.14 (IH, s), 8.32 (2H, m) 

Tl59"W:56 m:'^:JS6 (1H, d, J= 9.0 Hz), 7.70 (6H, m), 8.15 



i (IH, s) 



2: 160 to J^^^^^^^^^ Hz), 7.74 (4H, m), 7.92 



i (4H, m), 810 (4H, ml 



2:T6T t:55 j3E"^:3:86 (3H:"sj:^ (IH, m), 7.72 (IH, m), 7.91 

I (2H, m), 8.18 (lH, s) 



2:162 ■t:55l3H:sj:3:Bm^^ Hz), 7.49 (m, m), 7.69 

I (IH, m), 7.90 (3H, n0,.8:13^(^^ 



2:i6ri3 56 (3H:sj:3:86'p^^^^ Hz), 7.66 (IH, m), 8.05 

1 (3H, m), 8.19 (lH, m), 8.32 



■2:i64i3:35l3H:sj: 3:89 OH^^ j= 9.0 Hz), 8.33 (IH, 



I Hz), 7.27 (5H, s), 8.65 (IH, s) 



2:T6rt;57'^3k sj:3;9^^^^ j= 9.0 Hz), 8.15 (IH, 
is) . — 
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2-190 il 30 (3H, t, J=7.1 Hz), 3.58 (3H, s), 4.31 (2H, q, J=7.1 Hz), 4.78 (2H, s), 6.27 (IH, s), 
' 6.67(1H, d, J= 15.7 Hz). 7.15 (IH, d, J=8.9 Hz), 7.38 (3H, m), 7.95 (2H, m), 7.62 
(IH, d, J= 15.7 H5) 



2-191 



,.....„.„... Hzj, 1.69 (3H, d, J=7.0 Hz), 1.70 (3H, d, 

i J=7 0 Hz), 3.56 (3H, s), 3.63 (3H, s), 4.25 (4H, m), 4.95 (2H, m), 6.12 (IH, s), 6.41 
1 (IH, s), 7.19 (2H, d, J=8.9 Hz), 7.56 (4H, m), 7.95 (8H. m), 8.54 (IH, s), 8.69 (IH, s), 
1 10.41 (IH, s), 10.65 (lH, s) 



.„.„.„.„.„...|^...„.„..._ in), 7.87(4H, s). 8.27 

i (IH, m), 9.28 (IH, s) _.. 

2:193 13"56 (3H^^ (IH, dd, J=8.7, 2.6 Hz), 7.34 (IH, d, J=8.7 

Hz), 7.5 - 7.7 (3H, m), 7.7 - 8.0 (6H, m), 8.10 (IH, dd, J=8.6, 1.6 Hz), 8.18 (IH, br d) 
8.27 (lH,brs) 



2-194 



3j3(3H:tj=^^^ 7.76(lH,dd, 



i J=8 7 1.8 Hz), 7.90 (3H, m), 8.21 (IH, s), 8.33 (IH, d, tllE?).. 

2 195 te 45 rm d''j^^ 4 77(2H, dd, J=6.1, 2.4 Hz), 6.23 (IH, 

i s) 7 23(lH,d, J= 9.0 Hz), 7.59 (2H,m). 7.90 (4H,m),8.32(lH,d,J= 0.7 Hz), 8.36 



i (IH, s) 



2:r96^i"28t3cr' ^-^^ 

1 7.57 (2H, m), 7.88 (4H,.i^^ 



2 T97 ir20 (3H "n^^^ j=o.6 Hz), 4.43 (IH, q, 

I 6.23 (Ih! s), 7.59 (2H, m), 7.80 (IH, m). 7.90 (3H, s), 8.20 (IH, s), 8.30 



1 (IH, s) 



•2:i-98 'fe""89 (3H: t)ri^ 2.23 (2H, m), 3.56 (3H, q, J= 0.9 Hz), 3.83 

I (3H, s), 6.30 (IH, s), 7.20 (IH, d, J= 9.0 Hz), 7.58 (IH, br s) 

•2:i99 :3"54 73H^^ dd, J=8.3, 4.5 Hz), 7.43 (IH, d J= 9^9 

f^Hz) 7 57^(2H, m), 7 86 (5H. m), 8.21 (IH. dd. J=8.3, 1.7 Hz). 8.37 (IH, dd. J= 4.5, 



\ 7.59 (2H, m), 7.93 (5H, m)^35 (1^ 



2:261^ (3H:fe"i (2H, m), 7.8 (6H. 



i m), 8.28 (IH, s) 



2:20213 M^^^^^^^^ d, J=8.8Hz), 7.42(1H, d, J=8.8Hz), 

i 7 59(2H, m). 7.81(1H, m), 7.91(3H, m), 8.06(1H, s), 8.3iaH,_.s) 

7.57(2H, m), 7.73(1H, 2d. 

1 J=1.6Hz, 8.6Hz), 7.88(4H, m), 8.18(LH, s),.8:23(^^^^^^ ~T-";?To7ri:?"-^^^^^^^^^^ 

T264"mS(m:'m):'0^ ^n)- 3.55(3H, s), 6.34(1H, s), 7.12(1H. m), 7.24(1H. 

^ m) 7 43(1H, m), 7.85(1H, broad) - . -- 

._.„.^^^^^^^^^ 7.65(4H. m). 7.86(1H, 2d, 

i J=2.0Hz, 8.4Hz), 8.0-8.2(4H, m), 8.55(1H, s) r -^rK/^^A 

■2:206 t:76^^^^^^^^^ s), 3.85(3H, s)6.31(lH, s), 7.19(1H, d, 

i J=8.9Hz), 7.6(1H, broad) vv T-;? ■;; o — r - ^ -2: "^ o • • 

(IH, s), 7.32 (IH, d, J=8.3 Hz). 7.48 (2H. m). 7.6-7.8 

1 (5H, m), 8.10 (lH, s), 8.23 



3:1 i2"74 (3Cd: J=4^^^^^ Hz), 3.53 (3H, br q. J=1.3 Hz), 3.83 (3H, s), 

I 6.3 (IH. s), 6.66 (IH, m), 7.35 (1% m) J.39 (IH, d, 

2.96 (2H, m), 3.57 (3H, s), 3.84 (3H. s), 5.22 (IH. 

I mV 6.33 (IH, s), 6.70 (IH. s\ 7.14 (IH, d, J=9.0 Hz) 
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3-3 il.22 (12H. m), 3.54 (3H, b r s). 3.83 (3H, s). 3.86 (2H, m), 6.25 (IH, s), 6.45 (IH, s) 

i 7.04 (IH, d, J=9.1 Hz) 



•3:4 i3"i2('3Hrs)r3:76( 

•3:6 r46("3Es);T77 0^^^^^ 

f (3H, s), 3.77 (6H, s), 4.72 (2H, m), 5.72 (2H, m). 6.11 (IH, s), 6.33 (IH, s), 6.95-7.35 

i (14H, m) 



••• 3:8 te"99 (3H; sp^ J=16.2 Hz), 4.58 (IH, d, J=16 2 

i Hz) 6 27 (IH, s), 6.58 (IH, s), 7.12 (IH, d, J=9.1 Hz) J,11(2H,.^^^^^^^^ 

(IH. m), 6.18 (IH. s), 6.74 



3-1 1 12.57 (2H, m), 3.21 (m, m), i.o^ K^n, J- v-'". "J' - v'"' — ^ ' " 

•3:124^1^^)1:72 

i 5 78 (IH m), 6.28 (IH, s), 7.05-7.35 (7H, m) 

s), 6.47 (IH, s), 6.95^^^^^ 

■■3-24'"* 



3lF-'--- " p^^^^^ s), 7.00-7.30 (12H, 



m) 



:26 (MrsX 3:89 (3H: s): 4:8^^ s)' ^-^^ d, J- 



9.0 Hz) 



1:3 rs i" (3H7d; Fr^^^^ 6.35 (m, s), 6.8I (1H, br s), 7.03 (2H, m), 7.22 

1 (IH, d, J=9.0 Hz), 7 J;3 (1H,^|^ 



4-4 feTO3:OT^^^^ ^-^ 

! Hz), 6.77 (IH, d, J=2.5 Hz), 6.84 (IH, br s), 7.07 (IH, d, J=8.2 Hz), 7.20 (IH, d, 

Ts l3^iOTi:oHz):3:8^^ 

^ 6 20 f IH s) 6 68 (br s), 7.15 (IH, d, J=9.0 Hz), 7.26-7.37 (5H, m^^ 



4-11 ■il.20-1.85(10H,m), 3.^0^:5H, prs;, j.oovjrx,»^-T.-" v"-."V' - - 



wo 99^1837 



79 



PCT/US98/17197 



4-25 12.06 (6H, s), 2.25 (3H, s), 3.52 (3H, s), 3.94 (3H, s), 6.32 (IH, s), 6.83 (2H, s), 7.09 
i (IH, br s), 7.20 aH,i^ Jz?:0 M 



4:26i2:25 (6^^^ m), 6.21 (IH. s), 6.65 (IH, br s), 

1 7.00-7.20 (4H, m) 

,._.„.....i.....„.„._^..^^^ g 32 (iH, s), 6.84 (lH, m), 7.10-7.40 ( 

^- -^2 (IH, sj, 6.73 (IH, br s), 7.16 (IH, d, 

I J=9.0 Hz), 7.30-7.55 (3H., m), 7.70-7.85 (4H,jn) 



4:2^13 57 O^^^^^^ 5.27 (1H, d, J=11.9 Hz), 6.28 (IH, 

I s), 6.64 (IH, br s), 6.92 (2H, m), 7.17 (IH, d, J=9.0 Hz), 7.34 QH,^^^^^ , 

_...4^...^.^.^^ 5.06 (IH, d, J=12.6 Hz), 6.23 (IH, 

" s), 6.64 (IH, br s), 7.00-7.25 (4H, m) 



4-31 



r&(3H" rj=7:"6'^^ j=0.9 Hz). 3.83 (3H, s), 5.02 

(IH, d. J=12.1 Hz), 5.08 (IH, d, J=12.1 Hz), 6.22 (IH. s), 6.67 (IH, br s). 7.10-7.30 



I (5H, m) 



T32i3:52i3Hr^:3:85 (3a (^H' 7-10-7.21 (2H, 

i m), 7.38-7.44 (2H, m) 



...4 . g - j=13.2 Hz), 5.31 (IH, d, J=13.2 Hz) 

i 6 22 (m s) 6.71 (IH, br s), 7.18 (IH, d, J=9.0 Hz), 7.40-7.60 (3H, m),^^^^^^^^^^ 

s), 7.24 (IH, d, J=9.0 Hz), 7.45-7.70 



1 (3H, m), 8.09 OH..H!l 



. .L...™„..^...^. ..-^--™ 5.18 (IH, d, J=12.5 

i Hz), 6.24 (IH, s), 6.72 (IH, br s), 6.80-6.95 (2H, m), 7.15 (IH, d, J=9.0 Hz), 7.20- 

1 6 24 (li, ;), 6.89 (IH, br s). 7.18 (IH, d, J=9.0 Hz). 7.20-7.29 (2H. m), 7.68 (IH, m), 
1 8.58 (IH, m) 



4r37""fe"31(6H^^ 6-23 (IH, s), 6.65 (IH, br s), 6.92 

1 (2H, br s), 6.96 (IH, br s), 7.16 (IH, d, i=9.0Bz) 

TrtBTs^^^^^^^^ 3.84 (3H, s), 5.04 dH, d -1=12 2 

I Hz), 5.09 (IH, d, J=12.2 Hz), 6.25 (IH. s). 6.65 (IH. br s), 7.08 (3H. m). 7.16 (IH, d. 

J=9.0 Hz) 



•T39" (3H:^^^^ br s), 6.90-7.10 (3H, 

I J=12.0 Hz), 6.22 (IH, s), 6.63 (IH, br s), 6.87 (2H, m), 7.16 (IH. d, J=9.0 Hz), 7.25 

i::4rk5T?3H^^^^ 

i 5 96 (2H, s), 6.25 (IH, s), 6.63 (IH, br s), 6.78 (3H,m) J-lIll^^^^^ 
T42"1r24 (6^^^^ Hz), 3.82 (3H s)^02 (IH, d, 

I J=12.1 Hz), 5.08 (IH, d, J=12.1 Hz), 6.23 (IH, s), 6.70 (IH, br s), 7.15 (IH, d, J=9.0 
iHz),7^22_(4H,m) ^ 



i 50 f3H d J=1.0 Hz), 3.85 (3H, s), i.U5 (in, a, j-iz.o nz.j, j.i^ v^^^> - 

6 22 (fi, ;). 6.68 ilk br s), 6.95-7.10 (3H, m), m(m^^J:^^U^ 

j^i2.6 Hz), 5.11 (IH, d, J=12.6 Hz), 



4-45 3.49 (3H,_,- ^ 

6.21 (IH. s), 6.79 (IH, br s), 7.10-7.20 (3H. m). 7.31-7.36 (2H. m) 



wo 99/21837 



80 



PCT/US98/17197 



4-46 0.89 (4H. br s). 3.54 (3H, d, Hz), 3.75 (3H, s). 4.15 (2H, m), 6.28 (IH, s), 6.56 

i (IH, br s), 7.15 (IH, d, J=9.0 Hz), 7.26 (5H, m) 

■T4l""t5^ (m^ "(3H, s), 5.69 (IH, q, J=6.6 Hz), 5.97 (IH, s), 

I 6.73 (IH, br s), 7.14 (IH. d, J=9.0 Hz), 7.20-7.ff (5^^^^^^ 



..._.„.....|^..._ (^jj^ j=12.3 Hz), 5.25 (IH, d, J=12.3 Hz), 
16 31 (IH, s), 6.61 (IH, br s), 7.20 (IH, d, J=9.0 Hz) „ .. 

TSO " i3:54 (3H:sr6^ br s), 7.05-7.45 (8H, in) 



"iirM - fe^^^ (IH' 6.90-7.10 (2H, m), 

1 7.15-7.27 (3H, m) 

•7 •^•7 " a"42"r3 (IH, s), 7.00-7.40 (6H, in) 

I br s), 7.07(1H, d, JN^.lHz)^ 



_ --i3-53-^jj;-^^ 5.25 (IH^ d, 

f JmSIz), 6:24(1H, s),.62L(lH,.bLs),imiH,^^^^ 



4:55 ■•■fe- rr(6C^ 3:52 (3Hr^ br s), 7.08(1H, br s), 

•43ri3i^lft;?^^ 

^ 6 23(1H s), 6.68(1H, br s), 7.1-7.3 (4H, m) 

•T57 •i2;88(OT:i: J^6:5^ J=6-5Hz), 6.29(1H, s), 

w-i3iii:fe?S^^OT^^^^ 

1 SiSlz), 6.24(1H, s), 6.71(1H, br s), 6.90(2H, m), 7.15(1H, d, J=9.0Hz), 7.2- 

T59 lilo ilSl7^^^^ 

i 7.14(lH,brs), 



j=12.1Hz), 5.07 (IH, 



i J=1.9Hz) 



.i^^. ..u^^^^^^^^^^^ s), 3.89 (3H, s), 4^9 (IH d 

1 J=12^llz), 5.04 (IH, d, J=12.0Hz), 6.20 (IH, s), 6.59 (IH, br s), 6.8-6.9 (3H, m), 
I 7.16 (IH, d, J=9.0Hz) 



I 6.21 (IH, s), 6.68 (IH, br s), 7.21 (IH, d, J=9,0Hz), 7.46 (2H, d, J=8.7Hz), 8.21 (2H, 
=8.7Hz) 



4-65 



I 12.5Hz), 6.21 (IH. s), 6.67 (IH, br s), 6.8-6.9 (3H, m), 7.17 (IH, d, J-9.0Hz), 
! 7.25(1H, t, J-ZiS?!- 



f 6 M (m I) 6 65 (m br s), 7.20 (IH, d, jW), 7.53 (IH, ., I-8.0Hz), 7.63 (IH, 

I d, J=8.0Hz), 8.18 (2H,m) 
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4-68 2 35 (3H, s), 3.50 (3H, br d, J=1.0Hz), 3.83 (3H. s), 5.02 (IH, d, J=12.2Hz), 5.10 (IH, 
I d, J=12.2Hz), 6.22 (IH, s) 6.65 (IH,^^ 



•4:69 i2-27 G 3.83(3H, s), 5.10 (IH, d, 

i J=l 1.8Hz), 5.16 (IH, d, J=l 1.8Hz), 6.25 (IH, s), 6.63 (IH, br s), 6.87 (2H, s), 7.13 
1 (IH, d, J=9.0Hz) 



T70 fe 55'0 (1^' J=13 iHzj, 5.08 (IH, d, J=13.1Hz), 
1 6.27 (IH, s), 6.35 (2H, m), 6.63 (IH, br s), 7.17 ( IH, d, J=9.0 Hz ), 7 .4 1 (lH, m) 

••5:T""l2:o5(iEbrs^^^^ . 



•■•5:2 TfeTlK'hr'W^^^^^^ J=8-7 Hz) 

••5:3 izTO (2Hr^^^^^^^^ «^>' ^-^2 (2H, br s), 4.60 

I (2H, dt, J=46^, 5^ HzX 6.65^ 



dt, J=47.0, 5.7 Hz), 

I 7 86 (IH, d, J=9.0 Hz) 

■••5:5 i2"30 (2H; dt: J=26 Hz), 4.55 (2H, dt, J=47.0, 5.7 Hz), 
1 4.88 (2H, br s), 6.55 (IH, d, J=9.6 Hz^^^^ 



d, J=47.0 Hz), 7.53 



1 (IH, s) 



5:8 i2;30i2H: dC J=2^ dt, J=46.8, 5.6 Hz), 7.87 

1 (IH, s), 9.62 (lH, s) 



"5:9 ••••i2:06lm^^ t, J=6.8 Hz). 4.60(2H, dt, 

•i j=46.9, 5.4 Hz), 5.90 (2H, s), 6 J7 (IH, s) 



Sri J - fe "SO (^^^^^^^ Hz), 4.21(2H. t, J=6.8 Hz), 4.48 

^ (2H s) 4.60(2H,dt,J=46.9,5.5Hz),4.73(2H,d,J=2.4Hz), 6^^^^^^ 

5:16 • ioT^er^^ 4.21(2H, t, J=6^ Hz), 4.29 

I (2H, br s), 4.53 (IH, q, J=6.2 JHzM 



•5:17- "t 3072H:dt: J='26:4:'5:^ t, J= 6.8 Hz), 4.61 

i (2H,^ J= 47.0, 5.7 Hz), 4.72 (2H, d, J= 2.5 Hz), 5.02 (2H, br s), 6.61 (IH, d, J= 9.4 



I Hz) 



TlFir3r(6HXJ^6^^^^ 

i (2H, br s), 4.52 (IH, penta, J=6.0 Hz), 4.59 (2H, dt, J=46.5, 5.4 Hz), 6.65 (IH, d, 

1 5=9.6 Hz) 



Tirfcosm^^ 

^ (IH d J= 9.1 Hz), 7.55 (2H, m), 7.89 (4H, m), 8.40 (IH, s), 8.53 OH, br 

T27 ••iL67t2iS:X"?^2^ 3.97(2H, ft, J-^2A 5.6 Hz), 

i 7 27 (IH d J= 8.7 Hz), 7.52 (4H, m), 7.78 (4H, n0^7.8S (4H^), 8.54 (2^^^^^^^^^ 

TT^ilii m'dC^ sj, 4.13 (2H, d J= 6-8 Hz) 

• 4 52(2H d , J=46.9, 5.6 Hz), 4.64 (2H, s), 7.23 (IH, d, J= 9.1 Hz), 7.36 (5H, m), 8.67 



i (IH, br s) 



\ 

\ 7.33 (IH, d, J=2.2Hz), 8.21 (IH, ddd, J=9.1, 9.1, 6.5Hz), 8.57 (IH, d, J-2.2Hz), 8.72 
1 (IH, br d, J=16.5Hz) . . . 
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6-14 12 37 (3H s) 3 88 (3H, s ), 6.94 (IH, ddd, J=10.9, 8.3, 2.3Hz), 6.99 (IH, m), 7.05 (IH, 
\ t, J=58.0Hz), 7.26 (IH, d, J=9.1Hz), 8.04 (IH, ddd, J=8.8, 8.8, 6.5Hz), 8.48 (IH, br d. 



i J=13.4Hz) 



errsizTs i" (3H:s^^^^ (1H, d, J=9.4Hz), 7.6O (2H, m). 

i 7.8-8.0 (4H, m), 8.25 (1H, s), 8.40 0 



■■■^T"^-^^7y^ (IH, d, J=2.3Hz), 7.61 (2H, m), 7.83 (IH, 

Ud J=8 5 1 8Hz), 7.90 (3H, m), 8.29 (IH, s), 8.48 (IH, d, J=23Hz), 8.64^^^^^ 
Tl 7 W (3H:t:3:m^^ oh. s), 7.6O (2H, m). 7.92 (4H, 

I m), 8.07 (IH, br s)j^837 (IH^^ 



Tl'8 "ir:2^3H: rF7:rii^^ 6.7(1H, broad), 7.03(1H, t, 

I J=58.0Hz), 7.83(1H, s) 



6:19 "t r7(3lCI fc^-^ 4.51(2H, s), 6.67(1H, s), 

i 6.91(1H, s), 7.08(1H, t, 



■ron"%~iW^ 7.17(1H s) 

|li^fToi(it^P7^^^ 



6-21 
6-22 

i 7.20(lH,t, J=1.8Hz) 



8.06(1H, m), 

I 9.76(1H, s) 



P7 61(?H m). 7l8.0(3H, m), 8.07(1H, 2d, J-lJm,^m.^2J^.± 

•7:1 b oi ■(3Hfi):'4:03"(3H:bf q^^^ Hz), 7.43 (lH,.d,.Jz8:4.Hz) 

••••7:2 13:84 (3C"s):4:06 "(3^^^ 



W r 87 ^3^^^^ 7.80-7.96 (4H, m), 

i (6H, m), 7.60 (IH, d, J=15.6 Hz) 

-SA ir '84 (4H; mX"2:4^ (IH, d, J7M.l?k9:.?.?..(lH?..!'.!:) 

"8:2 ri-79(4H;mj:2:4 



8-3 -ram mt273 4.69 (2H, t, J=2.4 

i Hz), 6.60 pH^d, J^9.2 Hz) 

■ 8-4 



1 Hz)76.60(lH^d,J^^H|^.. 



I 6.61 (IH, d, J=9:4 Hz) 



Tf"82(4Hmy"2:4^^ 

Tr t78 (4^^ 3.86 (3H, s), 6.96 (2H, m), 7.25 (IH, d, J= 9.0 Hz), 8.01 

i (IH, m), 8.19 (IH, J=12.6 ]^ 



8-9 ii-^isCmrMalSiSXSa 

U5H^M^8■ll<i«•.i_ 
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8-30 



1 71 (4H m), 2.33 (4H, m), 3.80 ( 3H, s), 5.39 (IH, d, J=10.9 Hz), 5.86 (IH, d, J= 17.6 
Hz), 6.75 (IH, dd, J= 17.6, 10.9 Hz), 7.21 (IH, d, J= 9.0 Hz), 7.47 (2H, d, J=8.2 Hz), 



i 7.77 (2H, d, J=8.2 Hz),2:^lt!:?i^.?I 



•grsi trtr(4H;m^^^^^^^^^ H^>' '^•^^ ^' ^= ^-^ 

I Hz), 7.37 (3H, m), 7.47 (3H, m),.Z:.65 

... j- ^2j^^ 

"8:33 ii:8T (4H7mr2^ ^-^^ 
i (IH, d, J=2.3Hz) 



W-1i.86t4ft:mr^^^ 2d, J=2.6Hz, 8.8Hz), 8.92 

j (IH, d, J=2.6Hz) 

■! 1— V""^""a r>. /-ATT \ o oi /our 



••8-35"Hi""8074S''m^^ -v™ 

8-35 . .|,80g|,^l,_.L^^^ 7.9 (4H, m), 8.14 (IH, d, 

" J=2.2Hz), 8.34 (IH, s), 8.59^^^^^ 



8-36 



■9:3 " "ir"87"r4CmI''3^ (lH,.d, t8j5Hz) 

9:rlL88(4H;mr3^^ 

. ... ... . .. ^ ^.^^^^ 3.92 (IH, m), 4.15 (IH, m). 7.53 (IH, d, J=8.5Hz), 7. 



7.76 



^ an J=8 5, 2.4Hz), 8.21 (IH, d, J=2.4Hz) 

TiS "ii Wj4H:^p:69 s), 6.79 (2H, m), 7.00 (IH, d, 

i J=8.3Hz) 



9:14 1r94 (4H; m): 3:^^ 7.94 (4H, m), 

i 8.19 (IH, d, J=2.qH20, 8.47 (IH^^^ 



9-15 



9-16 



LfoW^^^^^ 7.59 (2H, m), 7.92 

(4H, m), 8.34 (lH, s), 8.43 0 



(IH, d, J=2.3Hz) 



••9irir85(4H""iii):3^ 

iil w^ ^35 (IH, d, J=8.7Hz). 7.56 




.. . ...i s), 8.17 (lH,.s) 

...__y;^H^d^ 

' Hz) 7 95 (IH, d, J==2.2 Hz) 

uT tlse'msh ll^ J=2.2, 1.1 Hz), 7.56 (2H, m), 

i 7 88(4H, m), 7.97 (IH, d, J=2.2 Hz), 8.38 (IH, s), 8 J9 (IH, s) .. . ... 

TiT •"te oh: ^-^^ ^' ^^-^ 

m), 7.32 (2H, m), 8.98.(1H, i^^ 



(IH 




8.03 (IH, s) 
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11-13 2 38 (3H, q. J=1.8 Hz), 3.8 8 (3H. s), 7.26 (IH, d. J=9.3 Hz). 7.59 (2H, m), 7.80 (IH, 
i m), 7.91 (4H, m)^ 8.1 1 (lH,s), 8^ 



12:1 ii "d (3H; m);"L9r 3.16 (IH. m), 4.17 (IH. m), 

■ 4.82 (IH. m), 7.66 (m^^ 



12-2 



ril' GH mX' l'^ (IH, m), 4.11 (IH. m). 

; 4.14 (2H, s). 4.87 £1H, m), 5.49 ( 



12:3"ir61 C3H:m): i:90 (IH^ (IH. m), 4.07 (IH. m). 

i 4.2 (2H,broadM.88 (lH, m^ 



2.34 (IH, m). 3.09 (IH, m). 3.85 (3H, s), 

i 4 11 (IH m), 4.3 (2H, broad), 4.87 (IH, m). 6.63 {lH^Adz^^^^). 

T^J- f TTTm'^^^ (3H, s). 3.97 (IH, m). 4.71 (IH. 

i m), 7.26 (IH, m). 7.60 (2H,eO J:93 (^ffl,.mX ^^^^^ 
Torr ^^^^^^^^ 2.07 (IH, m), 2.27 (IH, m), 2.95 (IH, °^)' 4 dH, m), 

f :r22 (1h!^. 7.44 (IH. d. J=8.5Hz). 7.69 (IH, 2d, J=2.3Hz, 8.5Hz), 8.11 (IH, d. 

12:7 feliw^ri:78 (IH^^ 

i 3 95 (2H, s), 4.15 (IH, m), 6.81 (2H, m), 6.99 (IH, d, 1=^^^^^^ . 

.| .: ...^ . . . _ (IH, m), 2.83 (IH, m), 3.88 (IH, m), 

i 4 1 (m m), 7.23 (2H. m), 7.54 (2H, m), 7.87 (4H, m), 7.97 (IH, s), 8.38 (IH. s). 



12-8 



i 9.11 (lH,s) 



T3:ii4i 

lS:2"l5:42(iEbrsX^ 



(IH, br s), 8.28 (IH, br 

1 s) 



Wli (i^^^ d, J=1.4Hz). 8.32 (IH, s), 8.56 



i q, J=7.1HzOs 6.36 an, 



lTlHl30(3E^^^ 

I 6.60 (IH, d, J=16.2Pk), 7.3 1 (m^ 



• 14:3 I3 OfaHrmp^^ (3H. 2s). 3.93, 3.94 (3H, 2s), 4.55 

^ (IH m). 6.36, 6.37 (IH. 2s), 7.26 (IH, d, J=8.8Hz) 

l4Tli^i:i^F^M^^ (3H, s). 3.94 (3H. s), 4.14 (2H. 

I m), 4.51 (IH, m), 6.37 OH, s), 7.2^ 



i^IS - t d-'&ttXjii':^^ (3H, s), 4.16 (2H. 

1 m). 4.54 (IH. mX 6.35 (IH, s), 7^ 



•T4:rW^^^^ 

1 (3H, s), 4.07 (2H, m), 4.53 (IH, m), 6.37 (IH, ™, 
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i 3.94 (3H, s), 4.54 (IH, m), 6.37 a 



(3H, s), 3.89 (2H, m), 
1 3.94 (3H, s), 4.58 (IH, m), 63 . 



UAS rirT&(k:^2W^ 3.92, 3.93 (3H. 2s), 4.42 

i (IH- m), 6.34, 6.37 (IH^ 



4.59 (IH, m), 4.68 

^ riH m') 6 37 (IH, s), 7.26 (IH, d, J=8.9Hz) 

T4:20 ¥f OH:m):2:99 (m:m^^^ 3.94 (3H, s), 4.61 (IH, m), 4.70 

i (2H m), 6.36 (IH, s), 7.26 (IH, d, J=8.9Hz) ...... 

T4:ni3fT^^^ ^-^-^-^ (2H, m), 4.69 (IH. m), 6.35, 

i 6.37 (IH, 2s), 7.28 (IH, d, J^^ 



T4:2rk 06(TH:^:i:24 (iirm^^^^ (^h, m), 5.86 

i n H 6 36 6 37 (IH, 2s), 7.28 (IH, d, J=8.8Hz) 

.^■■^^f^l^^i^ ra), 6.37 (IH. s), 7.28 

iT2rl3^5r^^r?^(m:mx3:5^ 



I (IH, s), 7.28 (IH, d, J^8.7^ 



1 (2H, m), 4,62 (lH, tn), 635^ T T^n Toi"-" "" 



i n 6 35 (IH, s), 6.92 (3H, m), 7.27 (3H, m) .. ....... 

UlH ml 6 34(1H, s), 6.93 (3H, m), 7.26 (3H, m) .. . ...... 

i (IH ml 6 35, 6.38 (IH, 2s), 7.28 (IH, d, J-8.9Hz) „ , 

\ (2H, m), 4.65 (IH, m), 6.38 (IH, s), 7.27 (m, d, J=8._7^^^^^^ ■^~7-^iiTi^" -~T T^^^ 

iT3Ti3"02 rS^^^^^^^^^^ 3.72 (2H, m), 3.95 (3H, s). 4.29 (IH, m), 4.52 

i (2H, m), 4.66 (lH, in), 6.36^ 



1 m), 4.46 (IH, m),j6.38 (m 



U:33in^W^T^ s), 4.12 (2H, 

i m) 4 49 (IH, m), 6.36 (IH, s), 7.25 (IH, d, J=8.9Hz) ^- o r/oii 

3.54 (3H. s), 3.61 (IH, m). 3.84 (3H. 

^ 1 4.18 (2H, m), 6.32. 6.37 (IH, 2s), 7.27 (IH. 2d) 
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14-35 0 94 (3H, m), 1.62, 1.65 (3H , 2s), 1.67 (2H, m), 3.21 (IH, m), 3.54 (3H, s). 3.62 (IH, 



14-36 



b"94 (3H" ml L 3.21 (IH, m). 3.54 (3H, 

i s), 3.60 (IH, m), 3.84 (3H, s). 4.12 (2H, m), 6.32, 6.37 (IH, 2s), 7.27 (IH, 2d, 



0 

J=8.8Hz, 8.9Hz) 



s), 3.59 (IH, m), 3.84 (3H, s), 4.12 (2H, m), 6.32, 6.37 (IH, 2s), 7.27 (IH, 2d, 



14-38 



J=8.9Hz, 8.7Hz) 



r89mm^^^^^^^^ 

s), 3.59 (IH, m), 3.84 (3H, s), 4.1 1 (2H, m), 6.32, 6.36 (IH, 2s), 7.27 (IH, 2d, 



J=8.8Hz, 8.8Hz) 



14-39 ^^i^^l^e3M^^^^ 




14-42 il 



■fi4"r67GH''2sT'3 

4 7'l(lH, 5 00(1H, m), 6.33! 6.37(1H, 2s), 7.18(1H, m), 7.27(1H, 2d, J=8.8Hz, 



4 

8.8Hz) 



. . .4. 3.84 (3H, s), 4.63 (2H, 

i mN 31 (2H ^) '5 89 (IH, m) 6.33, 6.37 (IH, 2s), 7.27ilH, 2^^^^^^^^^^^^^ 

14 44 ^ ^ 26, 7.27 (IH, 2d, J=8.7Hz, 8.8Hz 

I r^5^iH, m), 6.34, ^37(lH,2sX 7^28^ ^ 

ti:6b:68-(^^ n^)' 3.53, 3.55 (3H, 2s). 3.66 (IH, m^3 82, 3.83 (3H, 



4.74 



14-46 



14-47 



.63 (3H, m), 3.84 
.8Hz). 



14:48 ■■ir62, 1.64 
j 3.59 (IH 
' 8.8Hz) 



73H""2st'2 i"6 3-^^ <^3H, s), 

, 3 84 (3H, s), ^.30 (2H, m), 6.33, 6.36 (IH, 2s), 7.27 (IH, 2d, J=8.8Hz, 



14:49"ill^k0H:2^J^^^^^^ 

i f2H m) 3 84 (3H, s), 4.13 (3H, m), 6.33, 6.36 (IH, s),.!^^^^^^^^ 



i 4.51 (IH, m), 7.07 (IH, Ur.?.i-0H;)r2-.?^^^^^^^^ , 92 

. ... ..p;.,-.^.^^^^^ (4H, m), (lH.m), 3.43 IH m). 3.65 (4H, m), 3.92 
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14-56 11 21 (3H t J=7.2 Hz), 3.10-3.45 (2H, m). 3.90 (3H. s), 4.07 (3H, br d, J=0.9 Hz), 4.16 
1 (2H, q, J=7.2 Hz), 4.54 (IH, br 



14-57 1:45 (SHrdrPi:!!^ 7.46 (2H, t, J=7.5Hz), 7.5- 

i 7.8 (5H, m) 



._.„...]„...:.„.... ^.^^^^^^^^^ 6.80 (IH, d, J=12.1Hz), 

! 7.15 (IH, d. J=8.5Hz), 7.28 (2H, m), 7.35 (IH, dd, J=8.5, 2.3Hz), 7.42 (2H, m), 7.6- 
i 7.8 (4H, m) 



14:59 is 48 GHrsl ^' J=8.4Hz), 7.18 (IH, d, 

i J=16.0Hz), 7.30 (IH. dd, J=10.7, 2.3Hz), 7.39 (2H. m), 7.48 (IH, dd, J=8.7, 1.2Hz), 



i 7.73 (5H,m) 



U-eo 'kirnsklJ^^ 3.26 (IH, m), 3.57 (3H, 

" m), 4.22 (2H, m), 43^^^^^^^^^^ 



14-61 



1-21 (i'H 'i^^^^ (2H, m), 4.52 (IH, t, 

J=7.2Hz), 7.05 (IH, t, J=58.0Hz)7^^^^^^^ 



il :46t3H; t 1=7:0^^^^ (IH, s), 7.26 (IH, d, J- 



i 8.7 Hz) 



.. .. . ..| 5.2 Hz), 3.23 (IH, dd, 

f^^SA Hz), 3.55 (3H, q, J=0.8 Hz), 4.12 (2H, q, J=7.0), 4.12 (2H, m), 4.57 (IH, 



i dd, J=8.4, 5.2 Hz), 6.37 (IH, s), 7.26 (IH, d, J7...8.-.7. Hz) 

14:6rir:23 (3E t^^ Hz), 2.94 (IH, dd, l^A 6.4 Hz) 3. 

i dd J=14 4 7.0 Hz), 3.55 (3H, q, J=0.8 Hz), 4.10 (2H, q, J=7.0 Hz), 4.17 (2H. q, 
i J=7 1 Hz) '4 61 (IH, dd, J=7.0, 6.4 Hz), 6.34 (IH, s), 7.25 (IH, d J= 8.9 Hz)_ 



•fA fiS "fe "S^TSH "t'^ 6.9 Hz), 3.03 (IH, 

fdd, 1=14:2; 5.4 Hz), 3.21 (IH, dd, J=14.2, 8.3 Hz). 3.55 (3H. q. J=1.0 Hz), 4.04 (2H, 
Iq, J=7.0 Hz), 4.10 (2H, m). 4.59 (IH. dd, J=8.3, 5.4 Hz), 6.37 (IH, s), 7.25 (IH, d, J= 



18.8 Hz) 



•T4"66"feVo"(3H' t ' (2H, qt, J=7.3, 6.9 Hz), 2.94 (IH, 
Pdd J=14 4 6 8 Hz), 3.32 (IH, dd, J=14.4, 6.9 Hz), 3.55 (3H, q, J=1.0 Hz), 4.07 (2H, 
iq, J=7.0 m, 4.10 (2H. m), 4.64 (IH, dd, J=6.9. 6.8 Hz). 6.35 (IH. s). 7.25 (IH. d, J- 



•8 9 Hz) 

T4:6rfe8 (6h:u^ ^■^'^ ^-^"^ 

i (IHj dd J=14.2. 8.3 Hz), 3.55 (3H, s), 4.14 (3H, q, J=7.1 Hz), 4.58 (IH. dd, J-8.3, 5.3 
1 Hz); 4.68 (IH, q, J=6.2 Hz), 636 (lH, s), 7.25 0^^^ 

(6H. t, J=6.2 Hz), 2 94 (IH, dd J=14 A 6.5 Ik) ^5 
\ (IH dd J=14.4, 7.1 Hz), 3.56 (3H. s), 4.16 (3H, q, J=7.1 Hz), 4.64 (IH. q, J-6.2 Hz), 
i 4 66 (IH, dd, J=7.1, 6.5 Hz), 6.34 (IH, s), 7.25 (IH, d, J= 8,9 Hz) _ 

\ J=14.8, 6.1 Hz), 3.56 (3H, q, J=1.0 Hz), 4.17 (2H, q, J=7 1 Hz), 4.39 (IH dd, J-7.8, 
1 6.1 Hz), 6.37, 6.38 (IH, s), 7.00 (IH, d, J=8.0 Hz). 7.22 (IH, d, J=8.0 Hz), 7.27 (IH, 

T4:7r&(3H:^:T:63(^^^ 

i s), 4.09 (IH, m), 6.36, 6.38 (IH, s), 7.23 (IH, d, J=8.2 Hz), 8.07 (IH, dd, J-8.2, 1.9 

i Hz) 3 39 (IH, dd, J=14.2, 7.2 Hz), 3.93 (3H, s), 4.05 (2H, m), 4.54 (IH, dd, J-7.2, 
1 6.9 Hz), 7.28, 7.29 (IH, d, J=8.8 Hz), 8.02, 8.04 (IH, s) 
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14-73 j3.14 (2H, m), 3.54 (3H, 2s), 3.94 (3H. 2s), 4.63 (IH, m), 6.38 (IH, 2s). 7.25 (IH, d, 
i J=8.9 Hz), 9.5(1H, broad) 



■u:^4't06W:'s):T^^ 8.10(lH,m),O^^^^ „.., 

. ...i • 

W- M^^^^ s). 6.24 (IH, s), 6.47(1H, s), 6.83 

l5:rMlfS 

I 2d), 7.53 (IH. 2d). 7. 72 (2H. d. J - 7.2 H2 ). 8.85 (lH, s) 



\ 6.31 (IH, s), 6^3 (11^ 



15 



i J=8.9Hz), 7.87 (IH, !M.07.ffl^ 



T5:ToteRif^^?^OT^^^ 

T5:irli»^);I^S):354(3Si):^^^^^ 

i nH H T-9 2Hz^ 7 06 (IH, t, J=5.2Hz), 7.92 (IH, s) 

^ 7 n? r9H d J=7 5Hz), 7.28 (4H, m); 7.95 (IH, s) . 

isiiriiliihOTa ^9m:258 3.89 oh, s), 4.1 1 (2h, 

15-16 J 'J^ , 6 74(lH,d,J-9.1Hz),7.76(lH,s) _ 

■mrlilira-OT 
T5:iryfjlS:i^m^?^S^ 

i QH d J=9.1Hz), 7.19 (4H, m), 7.64 (IH, s) ^:i-7-;-iT-rT^" 

15:21 i-^fjlHrsr^^^^ 

lli Iff bc^^^^^ 6.74 (IH, d, J=9.2Hz), 7.39 (IH, m), 7.48 (2H, 

I m), 7.66 (2H, m), 7.80 (3H, nO, (IH^^^ r--::r nT7iW"T r^^^^ 

ITrWsilms) 6^^ 6.61 (IH, d, J=2.1Hz), 7.04 (IH, d, J=2.^ 

4I4 -- Ii^i^-^T^^^^^ 7.16 (IH, d, J=2.0Hz) _ 
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16-3 3.54 (3H, s), 5.11 (2H, s), 6.34 (IH, s), 6.8-6.9 (2H, m), 6.96 (IH. d, J=2.0Hz), 7.19 

i (IH, d, J=2.1Hz), 7.25 (IH, m) „.... 

16:4 • -pTssTSHr m), 7.00 (IH, m), 7.49 (IH, d, J=2.2Hz), 7.71 (IH, 
1 d, J=2.2Hz), 8.02 (IH, m) 

T6:5 "i3:'42 (3 7.61 (3H, m), 7.93 (4H, m). 8.58 (IH, 

1 m) 

TeT ' B 'sT (3H; s^ s), 6.82 (IH, d, J=9.2Hz), 6.9 (IH, broad) 

•16:7 13:44 (3C s)r (iH. d, J=8.9Hz), 7.63 (2H, m), 7.95 (3H, 

I m), 8.09 (IH, 2d, J=1.7Hz, 8.6Hz), 8.71 (IH, s) 

•iflf 12' •39 (3E's^^ g 3.7 (Ih^ 7 28 (IH, d, J= 9.0 Hz) 

ii:2 "t-'^5 W^ (3H, s), 6.36 (IH, s), 7.28 (IH, d, J= 9.0 

1 

i Hz) 

sj, 6.19 (IH, s), 7.46 (8H, m) 

• 1 7:5 13 14 (iza mX 3:57 s), 6.40 (IH, s), 7.28 (IH, d, J= 9.0 Hz) 
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The compounds of the present invention exhibit excellent herbicidal effects when used as 
an active ingredient of a herbicide. The herbicide can be used for a wide range of applications, 
for example on crop lands such as paddy fields, upland farms, orchards and mulberry fields, and 
non-crop lands such as forests, farm roads, playgrounds, and factory sites. The application 
method may be suitably selected for soil treatment appUcation and foliar application. 

The compounds of the present invention are capable of controlling noxious weeds 
including grass (gramineae) such as bamyardgrass {Echinochloa crus-galli), large crabgrass 
{DigUaria sanguinalis), green foxtail {Setaria viridis), goosegrass (Eleusine indica L.), wild oat 
{Avenafatua L.), Johnsongrass {Sorghum halepense), quackgrass {Agropyron repens), 
alexandergrass {Brachiaria plantaginea), paragrass {Panicum purpurascen), sprangletop 
(Leptochloa chinensis) and red sprangletop {Leptochloa panicea); sedges (or Cyperaceae) such 
as rice flatsedge {Cyperus iria L.), purple nutsedge (Cyperus rotundus L.), Japanese bulrush 
iScirpus Juncoides), flatsedge {Cyperus serotinus), small-flower umbrellaplant {Cyperus 
difformis), slender spikerush {Eleocharis acicularis), and water chestnut {Eleocharis kuroguwai); 
alismataceae such as Japanese ribbon wapato {Sagittaria pygmaed), arrow-head {Sagittaria 
trifolia) and narrowleaf waterplantain {Alisma canaliculatum); pontederiaceae such as 
monochoria {Monochona vaginalis) and monochoria species {Monochoria korsakowii); 
scrophulariaceae such as false pimpernel {Lindernia pyxidaria) and abunome {Dopatrium 
Junceum); lythraceae such as toothcup {Rotala indica) and red stem {Ammannia multijlora); and 
broadleaves such as redroot pigweed {Amaranthus retroflexus), velvetleaf {Abutilon theophrasti), 
momingglory {Ipomoea hederacea), lambsquarters {Chenopodium album), prickly sida {Sida 
spinosa L.), common purslane {Portulaca oleracea L.), slender amaranth {Amaranthus viHdis 
L.), sicklepod {Cassia obtusifolia), black nightshade {Solanum nigrum L.), pale smartweed 
{Polygonum lapathifolium L.), common chickweed {Stellaria media L.), common cocklebur 
{Xanthium strumarium L.), flexuous bittercress {Cardamine flexuosa WITH.), henbit {Lamium 
amplexicaule L.) and threeseeded coppevlcaf {Acalypha australis L.). Accordingly, it is useful 
for controlling noxious weeds non-selectively or selectively in the cultivation of a crop plant 
such as com {Zea mays L.), soybean {Glycine max Merr.), cotton {Gossypium spp.), wheat 
{Triticum spp.), rice {Oryza sativa L.), barley {Hordeum vulgare L.), oat {Avena sativa L.), sorgo 
{Sorghum bicolor Moench), rape {Brassica napus L.), sunflower {Helianthus annuus L.), sugar 
beet {Beta vulgaris L.), sugar cane {Saccharum officinarum L.), Japanese lawngrass {Zoysia 
Japonica stend), peanut {Arachis hypogaea L.) or flax {Linum usitatissimum L.). 
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For use as herbicides, the active ingredients of this invention are formulated into 
herbicidal compositions by mixing herbicidally active amounts with inert ingredients known to 
the art to facilitate either the suspension, dissolution or emulsification of the active ingredient 
for the desired use. The type of formulation prepared recognizes the facts that formulation, crop 
and use pattern all can influence the activity and utility of the active ingredient in a particular 
use. Thus for agricultural use the present herbicidal compounds may be formulated as water 
dispersible granules, granules for direct application to soils, water soluble concentrates, wettable 
powders, dusts, solutions, emulsifiable concentrates (EC), microemulsion, suspoemulsion, invert 
emulsion or other types of formulations, depending on the desired weed targets, crops and 
application methods. 

These herbicidal fonnulations may be applied to the target area (where suppression of 
unwanted vegetation is the objective) as dusts, granules or water or solvent diluted sprays. These 
formulation may contain as little as 0.1% to as much as 97% active ingredient by weight. 

Dusts are admixtures of the active ingredient with finely ground materials such as clays 
(some examples include kaolin and montmoriUonite clays), talc, granite dust or other organic or 
inorganic solids which act as dispersants and carriers for the active ingredient; these finely 
ground materials have an average particle size of less than 50 microns. A typical dust 
formulation will contain 1 % active ingredient and 99% carrier. 

Wettable powders are composed of finely ground particles which disperse rapidly in 
water or other spray carriers. Typical carriers include kaolin clays. Fullers earth, silicas and 
other absorbent, wettable inorganic materials. Wettable powders can be prepared to contain firom 
1 to 90% active ingredient, depending on the desired use pattern and the absorbability of the 
carrier. Wettable powders typically contain wetting or dispersing agents to assist dispersion in 

water or other carriers. 

Water dispersible granules are granulated solids that fireely disperse when mixed in water. 
This formulation typically consists of the active ingredient (0.1% to 95% active ingredient), a 
wetting agent (1-15% by weight), a dispersing agent (1 to 15% by weight) and an inert carrier (1- 
95% by weight). Water dispersible granules can be formed by mixing the ingredients intimately 
then adding a small amount of water on a rotating disc (said mechanism is commercially 
available) and collecting the agglomerated granules. Alternatively, the mixture of ingredients 
may be mixed with an optimal amount of liquid (water or other liquid) and passed through an 
extruder (said mechanism is commercially available) equipped with passages which allow for the 
formation of small extruded granules. Alternatively, the mixture of ingredients can be granulated 
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using a high speed mixer (said mechanism is commercially available) by adding a small amount 
of liquid and mixing at high speeds to affect agglomeration. Alternatively, the mixture of 
ingredients can be dispersed in water and dried by spraying the dispersion through a heated 
nozzle in a process known as spray drying (spray drying equipment is commercially available). 
After granulation the moisture content of granules is adjusted to an optimal level (generally less 
than 5%) and the product is sized to the desired mesh size. 

Granules are granulated solids that do not disperse readily in water, but instead maintain 
their physical structure when applied to the soil using a dry granule applicator. These granulated 
solids may be made of clay, vegetable material such as com cob grits, agglomerated silicas or 
other agglomerated organic or inorganic materials or compounds such as calcium sulfate. The 
formulation typically consists of the active ingredient (1 to im dispersed on or absorbed into 
the granule. The granule may be produced by intimately mixing the active ingredient with the 
granules with or without a sticking agent to facilitate adhesion of the active ingredient to the 
granule surface, or by dissolving the active ingredient in a solvent, spraying the dissolved active 
ingredient and solvent onto the granule then drying to remove the solvent. Granular formulations 
are useful where in-furrow or banded application is desired. 

Emulsifiable concentrates (EC) are homogeneous liquids composed of a solvent or 
mixture of solvents such as xylenes, heavy aromatic naphthas, isophorone or other proprietary 
commercial compositions derived from petroleum distillates, the active ingredient and an 
emulsifying agent or agents. For herbicidal use, the EC is added to water (or other spray carrier) 
and applied as a spray to the target area. The composition of an EC formulation can contain 
0.1% to 95% active ingredient, 5 to 95% solvent or solvent mixture and 1 to 20% emulsifying 
agent or mixture of emulsifying agents. 

Suspension concentrate (also known as flowable) formulations are Uquid formulations 
consisting of a finely ground suspension of the active ingredient in a carrier, typically water or a 
non-aqueous carrier such as an oil. Suspension concentrates typically contain the active 
ingredient (5 to 50% by weight), carrier, wetting agent, dispersing agent, anti-freeze, viscosity 
modifiers and pH modifiers. For application, suspension concentrates are typically diluted with 

water and sprayed on the target area. 

Solution concentrates are solutions of the active ingredient (1 to 70o/o) in solvents which 
have sufficient solvency to dissolve the desired amount of active ingredient. Because they are 
simple solutions without other inert ingredients such as wetting agents, additional additives are 
usually added to the spray tank mix before spraying to facilitate proper application. 
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Microemulsions are solutions consisting of the active ingredient (1 to 30%) dissolved in a 
surfactant or emulsifier, without any additional solvents. There are no additional solvents added 
to this formulation. Microemulsions are particularly useful when a low odor formulation is 
required such as in residential turfgrass applications. 
5 Suspoemulsions are combinations of two active ingredients. One active ingredient-is 

made as a suspension concentrate (1-50% active ingredient) and the second active is made as a 
emulsifiable concentrate (0.1 to 20%). A reason for making this kind of formulation is the 
inability to make an EC formulation of the first ingredient due to poor solubility in organic 
solvents. The suspoemulsion formulation allows for the combination of the two active 
10 ingredients to be packaged in one container, thereby minimizing packaging waste and giving 
greater convenience to the product user. 

The herbicidal compounds of this invention may be formulated or applied with 
insecticides, fungicides, acaricides, nematicides, fertilizers, plant growth regulators or other 
agricultural chemicals. Certain tank mix additives, such as spreader stickers, penetration aids, 
15 wetting agents, surfactants, emulsifiers, humectants and UV protectants may be added in 
amounts of 0.01% to 5% to enhance the biological activity, stability, wetting, spreading on 
foUage or uptake of the active ingredients on the target area or to improve the suspensibility, 
dispersion, redispersion, emulsifiability, UV stability or other physical or physico-chemical 
property of the active ingredient in the spray tank, spray system or target area. 
20 The compositions of the present invention may be used in admixture with or in 

combination with other agricultural chemicals, fertilizers, adjuvants, surfactants, emulsifiers, 
oils, polymers or phytotoxicity-reducing agents such as herbicide safeners. In such a case, they 
may exhibit even better effects or activities. As other agricultural chemicals, herbicides, 
fungicides, mitibiotics, plant honnones, plant growth regulators, insecticides, or acaricides may, 
25 for example, be mentioned. Especially with heri^icidal compositions having the compounds of 
the present invention used in admixture with or in combination with one or more active 
ingredients of other herbicides, it is possible to improve the herbicidal activities, the range of 
application time(s) and the range of applicable weed types. Further, the compounds of the 
present invention and an active ingredient of another herbicide may be separately formulated so 
30 they may be mixed for use at the time of application, or both may be formulated together. The 
present invention covers such herbicidal compositions. 

The blend ratio of the compounds of the present invention with the active ingredient of 
other herbicides can not generally be defined, since it varies depending on the time and method 
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Of application, weather conditions, soil type and type of formulation. However one active 
ingredient of other herbicide may be incorporated usually in an amount of 0.01 to 100 parts by 
weight , per one part by weight of the compounds of the present invention. Further, the total dose 
of all of the active ingredients is usually fi^om 1 to 10000 gAia, preferably from 5 to 500 gAia. 
The present invention covers such herbicidal compositions. 

As the active ingredients of other herbicides, the following (common name) may be 
mentioned. Herbicidal compositions having the compounds of the present invention used in 
combination with other herbicides, may occasionally exhibit a synergistic effect. 
1 Those that are believed to exhibit herbicidal effects by disturbing auxin activities of 

plants, including a phenoxy acetic acid type such as 2,4-D, 2,4-DB, 2,4-DP, MCPA, MCPP, 
MCPB or naproanilide (including the free acids, esters or salts thereof), an aromatic carboxylic 
type such as 2,3,6 TBA, dicamba, dichlobenil, a pyridine type such as picloram (including free 
acids and salts thereof), triclopyr or clopyralid and others such as naptalam, benazoUn, 
quinclorac, quinmerac or diflufenzopyr (HAS 654H). 

2. Those that are believed to exhibit herbicidal effects by inhibiting photosynthesis of 

plants including a urea type such as diuron, linuron, isoproturon, chlorotoluron, metobenzuron, 
tebuthiuron or fluometuron, a triazine type such as simazine , atrazine, cyanazine, 
terbuthylazine. atraton, hexazinone, metribuzin, simetryn, ametryn, prometryn, dimethametryn 
or triaziflam, a uracil type such as bromacil, terbacil or lenacil, an anilide type such as propaml 
or cypromid, a carbamate type such as desmedipham or phemnedipham, a hydroxybenzomtnle 
type such as bromoxynil or ioxynil, and others such as pyridate, bentazon and methazole. 

3. A quaternary ammonium salt type such as paraquat, diquat or difenzoquat, which is 
believed to be converted to free radicals by itself to form active oxygen in the plant and thus to 
exhibit quick herbicidal effects. 

4. Those which are believed to exhibit herbicidal effects by inhibiting chlorophyll 
biosynthesis in plants and abnormally accumulating a photsensitizing peroxide substance in the 
plant body, including a diphenyl ether type such as nitrofen, lactofen, acifluorfen-sodium, 
oxyfluorfen, fomesafen, bifenox, or chlomethoxyfen, a cyclic imide type such as chlorphthahm, 
flumioxazin, cinidon-ethyl, or flumiclorac-pentyl, and others such as oxadiazon, sulfentrazone, 
thidiazimin, azafenidin, carfentrazone, isopropazole, fluthiacet-methyl, pentoxazone, pyraflufen- 
ethyl and oxadiargyl. 

5 Those which are believed to exhibit herbicidal effects characterized by whitening 

activities by inhibiting chromogenesis of plants such as carotenoids including a pyridazinone 
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type such as norflurazon. chloridazon or metflurazon, a pyrazol type such as pyrazolate, 
pyrazoxyfen or benzofenap, and others such as fluridone, fluramone, diflufencam, 
methoxyphenone, clomazone, amitrole, sulcotrione, mesotrione, isoxaflutole and isoxachlortole. 

6. Those which exhibit herbicidal effects specifically to gramineous plants including an 
aryloxyphenoxypropionic acid type (either as a mixture of isomers or as a resolved isomer) such 
as diclofop-methyl, pyrofenop-sodium, fluazifop butyl or fluazifop-p-butyl, haloxyfop-methyl, 
quizalofop p-ethyl, quizalafop p-tefuryl, fenoxaprop ethyl or fenoxaprop-p-ethyl, flamprop-M- 
raethyl or flamprop-m-isopropyl or cy halo fop-butyl and a cyclohexanedione type such as 
alloxydim-sodium, sethoxydim, clethodim, tepraloxydim or tralkoxydim. 

7. Those which are beUeved to exhibit herbicidal effects by inhibiting amino acid 
biosynthesis of plants, including a sulfonylurea type such as chlorimuron-ethyl, nicosulfuron. 
metsulfuron-methyl, triasulfuron, primisulfuron, tribenuron-methyl, chlorosulfuron, bensulfuron- 
methyl, sulfometuron-methyl, prosulfuron. halosulfuron or halosulfuron-methyl, thifensulfiiron- 
methyl, rimsulfuron, azimsulfiaron, flazasulfuron, imazosulfuron, cyclosulfamuron, 
flupyrsulfuron, iodosulfuron, ethoxysulfuron, flucarbazone, sulfosulfuron, oxasulfuron a 
triazolopyrimidinesulfonamide type such as flumetsulam, metosulam, chloransulam or 
chloransulam-methyl, an imidazolinone type such as imazapyr, imazethapyr, imazaquin, 
imazamox, imazameth, imazamethabenz methyl, a pyrimidinesalicylic acid type such as 
pyrthiobac-sodium, bispyribac-sodium, pyriminobac-methyl or pyribenzoxim (LGC-40863), and 
others such as glyphosate, glyphosate-ammonium, glyphosate-isopropylamine or sulfosate. 

8. Those which are believed to exhibit herbicidal effects by interfering with the normal 
metabolism of inorganic nitrogen assimilation such as glufosinate, glufosinate-ammonium, 
phosphinothricin or bialophos. 

9. 'Those which are believed to exhibit herbicidal effects by inhibiting cell division of 
plant cells, including a dinitroaniline type such as trifluralin, oryzalin, nitralin, pendamethalin, 
ethafluralin, benefm and prodiamine, an amide type such as bensuUde, napronamide, and 
pronamide, a carbamate type such as propham, chlorpropham, barban, and asulam, an 
organophosphorous type such as amiprofos-methyl or butamifos and others such as DCPA and 
dithiopyr. 

10. Those which are believed to exhibit herbicidal effects by inhibiting protein synthesis 

of plant cells, including a chloroacetanilide type such as alachlor, metolachor (includmg 
combinations with safeners such as benoxacor, or resolved isomeric mixtures of metolachlor 
including safeners such as benoxacor) propachlor, acetochlor (including combinations with 
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herbicide safeners such as dichlormid or MON 4660 or resolved isomeric mixtures of acetochlor 
containing safeners such as dichlormid or MON 4660), propisochlor or dimethenamid or an 
oxyacetamide type such as flufenacet. 

1 1 Those in which the mode of action causing the herbicidal effects are not well understood 
including the dithiocarbamates such as thiobencarb, EPTC, diallate, triallate, molinate, pebulate, 
cycloate, butylate, vemolate or prosulfocarb and miscellaneous herbicides such as MSMA, 
DSMA, endothall, ethofumesate, sodium chlorate, pelargonic acid and fosamine. 
A few formulation examples of the present invention are given as follows. 
T7^rmnl^tinn example 1. Emulsifiable Concentrate 



Ingredient 
Trade Name 
Compound 2- 
75 

Toximul H-A 
Toximul D-A 
Aromatic 200 



Chemical 
Name 



Calcium sulfonate and 
nonionic surfactant blend 
Calcium sulfonate and 
nonionic surfactant blend 
Aromatic hydrocarbon 



Supplier 

Stepan Co. 

Stepan Co. 

Exxon Chemical 
Co. 



Function 

Active 
Ingredient 
Emulsifier 

Emulsifier 

Solvent 



Vo 

wt./wt. 
5.0 

2.5 

7.5 

QS to 
100% 



TT^rmiil^itinn examplc 2. Suspension Concentrate 



Ingredient 
Trade Name 
Compound 2- 
75 

Proylene gylcol 
Antifoam 1530 
Rhodopol 23 

Morwet D-425 

Igepal CA-720 

Proxel GXL 
Water 



Chemical 
Name 



Silicone defoamer 
Xanthan gum 



Napthalene formaldehyde 
condensate 

Octylphenol ethoxylate 



Supplier 


Function 


% 




wt./wt. 




Active 


10.00 




Ingredient 






Anti-freeze 


5.00 


Dow Coming 


Anti-foam 


0.50 


Rhone-Poulenc 


Suspending 


0.25 




Aid 




Witco Corp. 


Dispersant 


3.00 


Rhone-Poulenc 


Wetting 


3.00 




agent 




ICI Americas 


Preservative 


0.25 




Diluent 


68.00 



Formulati on example 3 

Chemical 
Name 



Wettable Powder 



Supplier 



Ingredient 
Trade Name 

Compound 2- 

Geropon T-77 Sodium -N-methyl-N-oleoyl Rhone-Poulenc 
taurate 



Function 

Active 
Ingredient 
Wetting 
agent 



% 

wt./wt. 

50.00 

3.00 
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Lomar PW 
Kaolin clay 



Napthalene Sulfonate 
Kaolin clay 



Henkel Corp. 
J. M. Ruber 



T7»rm.,latinn examplc 4. Water Dispersible Granule 



Ingredient Chemical 
Trade Name Name 
Compound 2- 
75 

Morwet EFW 

Morwet D-425 Napthalene formaldehyde 

condensate 
ASP 400 Kaolin Clay 



Supplier 

Witco Corp. 
Witco Corp. 
Engelhard Corp. 



Dispersant 
Filler 



Function 

Active 

Ingredient 

Wetting 

agent 

Dispersant 

Filler 



5.00 
42.00 



% 

wt./wt. 
50.00 

2.00 

10.00 

38.00 



Test Example 

5 A standard greenhouse herbicide activity screening system was used to evaluate the 

herbicidal efficacy and crop safety of these test compounds. Seven broadleaf weed species 
including redroot pigweed (Amarartthus retroflexus, AMARE), velvetleaf Won theophrasU, 
ABUTH), sicklepod {Cassia obtusifolia, CASOB). ivyleaf momingglory {Ipomoea hederacea, 
IPOHE) lambsquarters {Chenopodium album, CHEAL), common ragweed ( Ambrosia 
10 anemisiifolia L., AMBEL). and cocklebur iXanMum strumarium, XANST) were used as test 
specxes. Four grass weed species including green foxtail {Setaria viridis, SETVI), bamyardgrass 
iEchinochloa crus-galli, ECHCG), johnsongrass {Sorghum halepense, SORHA). and large 
crabgrass {Digilaria sanguinalis, DIGS A) were also used. In addition, three crop species, field 
com (Zea mays L., var. Dekalb 535, CORN), soybean {Glycine max L., var. Pella 86. SOY), and 
15 upland rice {Oryza sp., var.Tebonnet, RICE) were included. 
Pre-emerge test 

All plants were grown in 10 cm square plastic pots which were filled with a sandy loam 
soil mix. For pre-emerge tests, seeds were planted one day prior to application of the test 
compounds. For post-emerge tests, seeds were planted 8-21 days prior to the test to allow 
20 emergence and good foliage development prior to application of the test substances. At the time 
of the post-emerge application, plants of all species were usually at the 2-3 leaf stage of 
development. 

All test compounds were dissolved in acetone and applied to the test units in a volume of 
187 yha. Test materials were applied at rates ranging from 15 g ai/ha to 1000 g ai/ha using a 
25 track sprayer equipped with a TJ8001E even flow flat fan spray nozzle. Plants were arranged on 
a shelf so that the top of the canopy (post-emerge) or top of the soil surface (pre-emerge) was 40- 
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45 cm below the nozzle. Pressurized air was used to force the test solution through the nozzle as 
it was mechanically advanced (via electrically driven chain drive) over the top of all test 
plants/pots. This application simulates a typical commercial field herbicide application. 
Post-emerge test 

In the post-emerge test, a commercial non-ionic surfactant was also included (0.25% v/v) 
to enhance wetting of the leaf surfaces of target plants. Immediately after application, test units 
of the pre-emerge applications were watered at the soil surface to incorporate the test materials. 
Subsequently, these test units were bottom-watered. Post-emerge test units were always bottom- 
watered. 

At 14 days after application of the test materials, phytotoxicity ratings were recorded. A 
rating scale of 0-100 was used as previously described in Research Methods in Weed Science. 
2nd edition, B. Truelove, Ed., Southern Weed Science Society, Auburn University, Auburn, 
Alabama 1977. Briefly, "0" corresponds to no damage and "100" corresponds to complete death 
of all plants in the test unit. This scale was used both to determine efficacy against weed species 
and damage to crop species. Herbicide activity data for various compounds of this invention, 
which are shown by compound No. in Tables 1-8, are shown in Tables 1 1 and 12. THe data 
demonstrate significant differences between compounds for both efficacy against weeds and 
selectivity for crop species. For selected compounds, excellent activity against a majonty of the 
weed species was observed with minimal damage to at least one of the crop species. 

Following table XIX shows comparative data for the pre-emerge herbicidal activity of 
compound 1 .4 of present invention and the compound 2 reported in the Japanese patent Toku Kai 
Hei 5-25144 (1993). The data clearly shows the high level of activity observed with compound 



1.4. 



O 





5 



1.4 2 
Table XIX 

. ^^ti^,it^T /^f onmnniindS 1.4 and 2 
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Tables XX and XXI show pre-emerge and post-emerge herbicidal activity data 
pectively for a few representative examples of the compounds described herein. 

TABLE XX 
Pre-emerge Herbicidal Activity 



:ABUTH 



iCASOB 



IPOHE 



CHEAL 



AMBEL: SETVl : ECHCG j SORHA : UIO SA j SOY 1 CORN : RICE 
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Claims 



1. 



A compound represented by the formula I or its salts 



X 




Y 



W 



Q 



Z 



I 



wherein X is hydrogen, halogen, nitro, amino, NHR, N(R)2, amide, thioamide, cyano, 
alkylcarbonyl, alkoxycarbonyl, alkylsulfonamide, unsubstituted or substituted alkyl, haloalkyl, 
alkoxy, haloalkoxy, alkoxycarbonylalkoxy, benzyloxy, aryloxy, or heteroaryloxy; 
Y is hydrogen, halogen, or nitro; 

W is hydrogen, OR, SR, NHR, N(R)2, CHjR, CHCR)^, C(R),, halogen, nitro, or cyano, 
where multiple R groups represent any possible combination of substituents described by R; R is 
hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, alkoxy, cycloalkyloxy, aryloxy, 
heteroaryloxy, alkylsulfonyl, benzyl, alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl, 
arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, aryloxycarbonyl, or heteroaryloxycarbonyl, 
where any of these groups may be unsubstituted or substituted with any of the functional groups 
represented by one or more of the following: halogen, cyano, nitro, amino, carboxyl, alkyl, 
haloalkyl, alkylsilyl, alkylcarbonyl, haloalkylcarbonyl, alkoxy, alkoxycarbonyl, haloalkoxy, 
haloalkoxycarbonyl, alkylsulfonyl, haloalkylsulfonyl, aryl, heteroaryl, or cycloalkyl; 
Q is a heterocycle, examples of which are as follows: 




Q1 



Q2 



Q3 



Q4 




O 
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Q9 



Q10 



Q11 



Q12 



O 



O 



O 




Q13 



Q14 



Q15 



wherein R, is hydrogen, alkyl, haloalkyl, alkenyl, alkynyl, amino, alkoxyalkyl, acetyl, 
alkoxycarbonylamino, alkylcarbonylamino, or alkoxycarbonyl; 
R2 is alkyl or haloalkyl; 

R, and Rj could combine to form a five- or six-membered heterocyclic ring; 

R3 is hydrogen, halogen, nitro, amino, alkylamino, haloalkylamino, cyano, or amide; 

Rg and R9 are independently oxygen, sulfur, or imino group; 

Q6, Q7, and QIO may optionally be unsaturated containing one or two double bonds in 
the 6-membered ring; 

Z is amino, hydroxyl, thiol, formyl, carboxyl, cyano, alkylcarbonyl, arylcarbonyl, azido, 
or one of the following: 



wherein R4 is alkyl, alkenyl, alkynyl, amino, cycloalkyl, heterocycloalkyl, alkylsulfonyl, 
arylsulfonyl, benzyl, aryl, heteroaryl, alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl, 
cycloalkylcarbonyl, arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, alkylthiocarbonyl, 
cycloalkyloxycarbonyl, aryloxycarbonyl, arylthio-carbonyl, aryl-thiocarbonyl, 
heteroaryloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl, 
heteroarylaminocarbonyl, alkoxycarbonylcarbonyl or arylcarbonylcarbonyl, where any of these 
groups may be unsubstituted or substituted with any of the functional groups represented by one 
or more of the following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio. 
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heteroaryl, heteroaryloxycarbonyl or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl; and R5 is hydrogen or any one of the 
groups represented by R4;or R4 and R5 could combine to form a 4-8 membered heterocyclic ring; 

-N=<^ 
R7 

wherein Rg represents alkyl, haloalkyl, dialkylamino, unsubstituted or substituted aryl and 
heteroaryl; and R7 represents hydrogen, halogen or any of the groups represented by R^; 

-OR4. 

-SR4, 

-CH(R,o)2, 
-C(R,o)3, or 
- CH=CHR J 0 

wherein R,ois carboxyl, alkyl, alkenyl, alkynyl, amino, cycloalkyl, heterocycloalkyl, 
alkylsulfonyl, arylsulfonyl, benzyl, aryl, heteroaryl, alkylcarbonyl, alkenylcarbonyl, 
alkynylcarbonyl, cycloalkylcarbonyl, arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, 
alkylthiocarbonyl, cycloalkyloxycarbonyl, aryloxycarbonyl, arylthio-carbonyl, aryl- 
thiocarbonyl, heteroaryloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl, 
heteroarylaminocarbonyl, alkoxycarbonylcarbonyl or arylcarbonylcarbonyl, where any of these 
groups may be unsubstituted or substituted with any of the functional groups represented by one 
or more of the following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, 
heteroaryl, heteroaryloxycarbonyl or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl; 

provided that (1) Z is not alkyl, alkoxy, haloalkyl, haloalkoxy, alkylthio, haloalkylthio, alkenyl, 
haloalkenyl, amino, monoalkylamino, dialkylamino, alkoxyalkoxy or cyano, when Q is Ql and 
R2 is haloalkyl, 

(2) Z is not amino when Q is Q3, and 
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(3) Z is not hydroxyl, alkoxy, alkenyloxy, alkynyloxy, haloalkoxy, 
haloalkenyloxy, or -NR4R5, wherein R4 is alkyl, alkenyl, alkynyl, cycloalkyl, haloalkyl, 
haloalkenyl, alkylsulfonyl, alkylcarbonyl, alkoxycarbonyl, or cycloalkylalkyl, and R5 is alkyl, 
alkenyl, alkynyl, cycloalkyl, haloalkyl, haloalkenyl, alkylcarbonyl, alkoxycarbonyl, or 
5 cycloalkylalkyl, when Q is Q 1 4 or Q 1 5 . 

2. The compound according to claim 1 wherein Z is represented by the following: 

— N 

R5 

wherein R4 and R5 are the same as defined in claim 1 ; 

or -CH2Rio» 

10 wherein R,o is the same as defined in claim 1 . 

3. The compound according to claims 1 or 2 
wherein X is halogen or cyano; 

Y is halogen; 
W is OR; 

15 R is alkyl, alkenyl, or alkynyl, where any of these groups may be unsubstituted or 

substituted with any of the functional groups represented by one or more of the following: 
halogen, cyano, nitro, amino, or carboxyl. 

4. The compound according to claim 1 
wherein Q is 




wherein R, is alkyl, amino, or haloalkyl; 
R2 is haloalkyl; 
R3 is hydrogen; 

Rg and R^ are independently oxygen, sulfur, or imino group. 
25 5. The compound according to claim 1 
wherein X is halogen; 

Y is fluorine; 



wo 99/21837 



126 



PCT/US98/17197 



W is OR; R is alkyl, alkenyl, or alkynyl, where any of these groups may be 
unsubstituted or substituted with halogen or cyano; 
Qis 




Q1 Q6 



wherein R| is alkyl, amino, or haloalkyl; 
R2 is haloalkyl; 
R3 is hydrogen; 

Rg and Rg are independently oxygen, sulfur, or imino group; 
Z is represented by the following: 




wherein R4is alkylcarbonyl, alkenylcarbonyl, aUcynyicarbonyl, cycloalkylcarbonyl, arylcarbonyl, 
heteroarylcarbonyl, alkoxycarbonyl, alkylthiocarbonyl, cycloalkyloxycarbonyl, aryloxycarbonyl, 
arylthio-carbonyl, aryl-thiocarbonyl, heteroaryloxycarbonyl, aminocarbonyl, 
alkylaminocarbonyl, arylaminocarbonyl, heteroarylaminocarbonyl, alkoxycarbonylcarbonyl, or 
arylcarbonylcarbonyl, where any of these groups may be unsubstituted or substituted with any of 
the functional groups represented by one or more of the following: halogen, cyano, nitro, amino, 
dialkylamino, hydroxyl, carboxyl, alkyl, alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, 
alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, alkylthiocarbonyl, alkoxythiocarbonyl 
alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, alkenyloxycarbonyl, alkynyloxycarbonyl, 
aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, heteroaryl, heteroaryloxycarbonyl, or 
methylenedioxy, wherein the alkyl moiety or aryl moiety may be substituted with halogen, 
cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, alkoxycarbonyl, cycloalkyl, aryl, or 
heterocycloalkyl; and R5 is hydrogen; 

or -CH2R10? 

wherein R^o is carboxyl, alkyl, alkenyl, or alkynyl, where any of these groups may be 
unsubstituted or substituted with any of the functional groups represented by one or more of the 
following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl, alkenyl, 
alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio. 
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alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, 
heteroaryl, heteroaryloxycarbonyl, or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
5 alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl. 

6. A compound selected from the group consisting of 3-(2-amino-4-chloro-6-fluoro-3- 
methoxyphenyl)- 1 -methyl-6-trifluoromethyl-2,4( 1 H,3H)-pyrimidinedione and 3-(2-amino-4- 
chloro-6-fluoro-3-methoxyphenyl)- 1 -amino-6-trifluoromethyl-2,4( 1 H,3H)-pyrimidinedione. 

7. A herbicidal composition, characterized in that it contains at least one compound 
10 according to claim 1 and an agricultural adjuvant. 

8. A method for controlling undesired vegetation which comprises applying to a locus to be 
protected a herbicidally effective amount of a compound of claim 1. 

9. The method of claim 8 wherein the locus to be protected is a cereal crop field. 

10. The method of claim 9 wherein the compound of claim 1 is applied to soil as a 
1 5 preemergent herbicide. 

11. The method of claim 9 wherein the compound of claim 1 is applied to plant foliage. 

12. A method to defoliate potato and cotton using a compound of claim 1 . 

13. A process for preparing a compound represented by the formula I-l or its salts: 




Z 
1-1 



20 wherein X is hydrogen, halogen, nitro, amino, NHR, N(R)2, amide, thioamide, cyano, 

alkylcarbonyl, alkoxycarbonyl, alkylsulfonamide, unsubstituted or substituted alkyl, haloalkyl, 
alkoxy, haloalkoxy,alkoxycarbonylalkoxy, benzyloxy, aryloxy, or heteroaryloxy; 
Y is hydrogen, halogen, or nitro; 

W is hydrogen, OR, SR, NHR, N(R)2, CH^R, CH(R)2, C(R)3, halogen, nitro, or cyano, 
25 where multiple R groups represent any possible combination of substituents described by R; R is 
hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, alkoxy, cycloalkyloxy, aryloxy, 
heteroaryloxy, alkylsulfonyl, benzyl, alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl, 
arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, aryloxycarbonyl, or heteroaryloxycarbonyl, 
where any of these groups may be unsubstituted or substituted with any of the functional groups 
30 represented by one or more of the following: halogen, cyano, nitro, amino, carboxyl, alkyl. 
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haloalkyl, alkylsilyl, alkylcarbonyl, haloalkylcarbonyl, alkoxy, alkoxycarbonyl, haloalkoxy, 
haloalkoxycarbonyl, alkylsulfonyl, haloalkylsulfonyl, aryl, heteroaryl, or cycloalkyl; 
Q is a heterocycle, examples of which are as follows: 




Q13 Q14 Q15 



wherein R, is hydrogen, alkyl, haloalkyi, alkenyl, alkynyl, amino, alkoxyalkyi, acetyl, 
alkoxycarbonylamino, alkylcarbonylamino, or alkoxycarbonyl; 
R2 is alkyl or haloalkyi; 

R, and R2 could combine to form a five- or six-membered heterocyclic ring; 

R3 is hydrogen, halogen, nitro, amino, alkylamino, haloalkylamino, cyano, or amide; 

Rg and R^ are independently oxygen, sulfur, or imino group; 

Q6, Q7, and QIO may optionally be unsaturated containing one or two double bonds 

the 6-membered ring; 

T is one of the following: 
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R4 

— N 

wherein R4is alkyl, alkenyl, alkynyl, amino, cycloalkyl, heterocycloalkyl, alkylsulfonyl, 
arylsulfonyl, benzyl, aryl, heteroaryl, alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl, 
cycloalkylcarbonyl, arylcarbonyl, heteroaryicarbonyl, alkoxycarbonyl, alkylthiocarbonyl, 
cycloalkyloxycarbonyl, aryloxycarbonyl, arylthio-carbonyl, aryl-thiocarbonyl, 
heteroaryloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl, 
heteroarylaminocarbonyl, alkoxycarbonylcarbonyl, or arylcarbonylcarbonyl, where any of these 
groups may be unsubstituted or substituted with any of the functional groups represented by one 
or more of the following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl, 
alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, 
heteroaryl, heteroaryloxycarbonyl, or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl; and R5 is hydrogen or any one of the 
groups represented by R4; or R4 and R5 could combine to form a 4-8 membered heterocyclic ring; 

-N=< 
R7 

wherein represents alkyl, haloalkyl, dialkylamino, unsubstituted or substituted aryl and 
heteroaryl; and R7 represents hydrogen, halogen or any of the groups represented by R^; 

-CHjRioj 
-CH(R,o)2, 
-C(R,o)3, or 
-CH^CHRi 0 

wherein R,ois carboxyl, alkyl, alkenyl, alkynyl, amino, cycloalkyl, heterocycloalkyl, 
alkylsulfonyl, arylsulfonyl, benzyl, aryl, heteroaryl, alkylcarbonyl, alkenylcarbonyl, 
alkynylcarbonyl, cycloalkylcarbonyl, arylcarbonyl, heteroaryicarbonyl, alkoxycarbonyl, 
alkylthiocarbonyl, cycloalkyloxycarbonyl, aryloxycarbonyl, arylthio-carbonyl, aryl- 
thiocarbonyl, heteroaryloxycarbonyl, aminocarbonyl, alkylaminocarbonyl, arylaminocarbonyl, 
heteroarylaminocarbonyl, alkoxycarbonylcarbonyl or arylcarbonylcarbonyl, where any of these 
groups may be unsubstituted or substituted with any of the functional groups represented by one 
or more of the following: halogen, cyano, nitro, amino, dialkylamino, hydroxyl, carboxyl, alkyl. 
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alkenyl, alkynyl, cycloalkyl, alkylcarbonyl, alkylcarbonyloxy, alkoxy, alkoxycarbonyl, alkylthio, 
alkylthiocarbonyl, alkoxythiocarbonyl alkylaminocarbonyl, arylaminocarbonyl, alkylsulfonyl, 
alkenyloxycarbonyl, alkynyloxycarbonyl, aryl, arylcarbonyl, aryloxy, aryloxycarbonyl, arylthio, 
heteroaryl, heteroaryloxycarbonyl or methylenedioxy, wherein the alkyl moiety or aryl moiety 
may be substituted with halogen, cyano, nitro, alkyl, alkoxy, haloalkyl, haloalkoxy, 
alkoxycarbonyl, cycloalkyl, aryl, or heterocycloalkyl; 

provided that (1) Z' is not alkyl, haloalkyl, alkenyl, haloalkenyl, monoalkylamino, or 
dialkyiamino, when Q is Ql and R2 is haloalkyl, and 

(2) Z' is not -NR4R5, wherein R4 is alkyl, alkenyl, alkynyl, cycloalkyl, haloalkyl, 
haloalkenyl, alkylsulfonyl, alkylcarbonyl, alkoxycarbonyl, or cycloalkylalkyl, and R5 is alkyl, 
alkenyl, alkynyl, cycloalkyl, haloalkyl, haloalkenyl, alkylcarbonyl, alkoxycarbonyl, or 
cycloalkylalkyl, when Q is Q14 or Q15, 

which comprises of reacting a compound represented by the formula II: 




NH2 
II 



with a compound selected from the group consisting of an alkyl haUde, alkyl acid halide, aryl 
acid haUde, alkyl acid anhydride, aryl acid anhydride, alkylhaloformate, alkyl isocyanate, aryl 
isocyanate, alkyl dihalide, aliphatic aldehyde, aliphatic ketone, aromatic aldehyde, and aromatic 
ketone. 

14. A compound represented by the formula III: 




M 
III 



wherein X is hydrogen, halogen, nitro, amino, NHR, N(R)2, amide, thioamide, cyano, 
alkylcarbonyl, alkoxycarbonyl, alkylsulfonamide, unsubstituted or substituted alkyl, haloalkyl, 
alkoxy, haloalkoxy,alkoxycarbonylalkoxy, benzyloxy, aryloxy, or heteroaryloxy; 
Y is hydrogen, halogen, or nitro; 

W is hydrogen, OR, SR, NHR, N(R)2, CHjR, CH(R)2, C(R)3, halogen, nitro, or cyano, 
where multiple R groups represent any possible combination of substituents described by R; R is 
hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, aryl, heteroaryl, alkoxy, cycloaUcyloxy, aryloxy. 
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heteroaryloxy, alkylsulfonyl, benzyl, alkylcarbonyl, alkenylcarbonyl, alkynylcarbonyl, 
arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, aryloxycarbonyl, or heteroaryloxycarbonyl, 
where any of these groups may be unsubstituted or substituted with any of the functional groups 
represented by one or more of the following: halogen, cyano, nitro, amino, carboxyl, alkyl, 
haloalkyl, alkylsilyl, alkylcarbonyl, haloalkylcarbonyl, alkoxy, alkoxycarbonyl, haloalkoxy, 
haloalkoxycarbonyl, alkylsulfonyl, haloalkylsulfonyl, aryl, heteroaryl, or cycloalkyl; 
Q is a heterocycle, examples of which are as follows: 




Q9 Q10 Q11 Q12 




wherein is hydrogen, alkyl, haloalkyl, alkenyl, alkynyl, amino, alkoxyalkyl, acetyl, 
alkoxycarbonylamino, alkylcarbonylamino, or alkoxycarbonyl; 
R2 is alkyl or haloalkyl; 

Rj and R2 could combine to form a five- or six-membered heterocycUc ring; 

R3 is hydrogen, halogen, nitro, amino, alkylamino, haloalkylamino, cyano, or amide; 

Rg and R^ are independently oxygen, sulfur, or imino group; 
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Q6, Q7, and QIO may optionally be unsaturated containing one or two double bonds in 
the 6-membered ring; 
M is nitro. 

15. A compound represented by the following formulae IV or V: 



wherein X' and Y' are halogens; and R is hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl, aryl, 
heteroaryl, alkoxy, cycloalkyloxy, aryloxy, heteroaryloxy, alkylsulfonyl, benzyl, alkylcarbonyl, 
alkenylcarbonyl, alkynylcarbonyl, arylcarbonyl, heteroarylcarbonyl, alkoxycarbonyl, 
aryloxycarbonyl, or heteroaryloxycarbonyl, where any of these groups may be unsubstituted or 
substituted with any of the functional groups represented by one or more of the following: 
halogen, cyano, nitro, amino, carboxyl, alkyl, haloalkyl, alkylsilyl, alkylcarbonyl, 
haloalkylcarbonyl, alkoxy, alkoxycarbonyl, haloalkoxy, haloalkoxycarbonyl, alkylsulfonyl, 
haloalkylsulfonyl, aryl, heteroaryl, or cycloalkyl. 
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